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@ Drug delivery compositions and methods. 

@ Drug delivery compositions yield new and unexpected 
degrees of stabilization, solubilization and delivery of incorpor- 
ated medicaments, drugs, or other physiologlcally-actrve com- 
pounds. The compositions enable administration of drugs and 
other medically useful compounds via a variety of routes. More 
particularly, a drug delivery system or composition including 
one or more monomelic or polymerized surface active agents 
allows for rapid dissolution and smooth liberation of any desired 
incorporated drug or combinations, and the method of 
preparing the drug composition, in one embodiment, the 
physiologically-active compound is encapsulated by a coacer- 
vate-derived film, and the finished product is suitable for 
transmucosal administration. Other formulations of this Inven- 
tion may be administered via inhalation, oral, parenteral and by 
transdermal routes. 
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Description 

DRUG DELIVERY COMPOSITIONS AND METHODS 

The present Invention relates to a stable drug delivery composition in oral dosage form or capable of new 
and unexpected stabilization, solubilization and delivery of stable drug components in parenteral form at the 

5 pH of body tissue. More particularly, the present invention is directed to a drug delivery system or composition 
that allows for rapid dissolution and smooth liberation of any desired drug either orally or parenteral^ without 
precipitation, and the method of preparing the drug composition. In accordance with one embodiment of the 
present invention, liposomes and their contents can be enveloped In a coacervate-based film to prevent 
disintegration of liposome vehicles. 

10 Drugs now in common use often require formulation compromises in order to prepare the marketed 
product. Thus, many parenteral compositions must be prepared using the salt of the parent compound and an 
excessive pH. 

The instability of many useful drugs and other useful medical compositions poses other formulation 
problems. At present, emulsions, microemulsions and liposomes constitute the principal approaches to these 

15 problems. While such dosage forms are an advance over older forms, they are often associated with erratic 
bioavailability and instability of their own. 

The herein disclosed invention comprises a method to prepare compositions and compositions which 
deliver medically useful compositions effectively. The method is based upon the use of a non-toxic aqueous 
coacervate; said method produces stable microemulsions comprised of particles In which one or more 

20 pharmaceutical components have been incorporated. Through the process of this invention particles are 
enveloped by a coacervate-based film. The compositions of this invention may be administered orally, 
parenterally or by tissue absorption, as required. 

The disclosed method enables the preparation of particles of any desired size and any degree of particle 
surface film hardness, any number of coacervate-derived films of any desired thickness, or any combination of 

25 particle sizes and surface hardnesses. In preferred compositions prepared by the disclosed invention, the 
particle size is about 1 micron or less. The pharmaceutical component(s) may be any water soluble or water 
insoluble medically useful composition or combinations of such compositions. 

The inventor has previously disclosed compositions based on a coacervate system using albumin and 
lecithin as principal components of the system. However, by polymerizing one or both of these components, 

30 the inventor has not only simplified the method but unexpectedly produced a preparation with vastly improved 
encapsulating capability. Details of this improvement are presented in the Experiments Section. 

While there are apparent similarities to the inventor's prior art, this application differs significantly in several 
important aspects. Thus, encapsulation is a fundamental aspect of the inventor's prior art and the present 
invention. However, by polymerizing one or more of the surfactants used in the present invention, and/or by 

35 modifying the previously disclosed processes, the proportion of the pharmaceutical component incorporated 
in the present formulation is approximately two to six times greater than that of formulations disclosed earlier. 

The intravenous delivery of many pharmaceutical preparations has been limited to the use of aqueous 
singular systems, as discussed, based upon the salt of a parent compound and/or the dissolution of the 
compound by agents such as a propylene glycol or alcohol. Other known systems which function primarily as 

40 blood substitutes, however, are able to solubilize and deliver drugs Infused therein to a restricted degree. U.S. 
Patent No. 4,343,797 discloses a method of preparing a synthetic blood substitute based upon a two-phase 
heterogeneous physico-chemical system which provides for oxygen transport and other physiological 
functions inherent to whole natural blood. In U.S. Patent No. 4,439,424 a preferred synthetic blood composition 
comprises albumin, water, sodium chloride, urea and lecithin in the form of a two-phase coacervate system 

45 which is rendered isotonic with human blood by the addition of controlled amounts of the sodium chloride. 
U.S. Patent Nos. 4,558,032, 4,539,204 and 4,596,778 relate to gelatin based syn thetic blood substitutes based 
upon a two-phase coacervate system utilizing respectively, gelatin and acacia; two gelatins; modified fluid 
gelatins of different isoelectric points; and gelatin or modified gelatin and lecithin. U.S. Patent No. 4,547,490 
discloses a further coacervate synthetic blood derived from an aqueous solution containing albumin, sodium 

50 chloride and lecithin in a nonpolar or semipolar solvent. 

These known products have been found to be capable of carrying drugs, but have been designed to serve 
as a resuscitative fluid much in the manner of whole natural blood. One of the principal formulation problems 
successfully addressed by the aforementioned patents is maintenance of the structure and integrity of the 
microparticles (synthocytes) which comprise the composition. 

55 The hemoglobin component of this composition (i.e., stroma-free hemoglobin, pyridoxilated-polymerlzed 
hemoglobin, liposome encapsulated hemoglobin and the like) remains functional and encapsulated within the 
microparticles (synthocytes) until the particles are metabolized and eliminated from the body. Encapsulation 
of the hemoglobin component not only preserves functionality but reduces or eliminates endotoxic reactions 
associated with non-encapsulated hemoglobin. The term "synthocyte" as used in this specification refers to 

60 the microparticles of this invention, the particles being about 1 micron or less in any single dimension when 
administered parenterally, and comprised of a coacervate-based matrix which contains the active 
component (s); and a coacervate-based film which envelopes the contents of the microparticle and constitutes 
the outer surface of the particle. The enveloping film may be comprised of one or more layers as required to 
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prepare the desired composition. In this specification the terms 'particle", 'synthocyte' and "micropartfcfe' 
will be used interchangeably. 

Another example f a coacervate-based system Is disclosed In International application PCTVUSSS/OOesa, 
published November 21 , 1 985, relating to ah oral dosage composition and ihethod of preparation to eriafefe tte 
oral administration of insulin. The problems addressed by the disclosed cdacervate system, however, JritiUd* $ 
the need for protection of the insulin against degradation by enzymes, and factors such as the acid-base 
balance and other gastrointestinal conditions arid processes. The coacervate-based «m envelopes each 
individual insulin molecule to Inhibit the Interaction between the Insulin component and the degrajtflrtg 
conditions. 

The prior art describing the liposome technology Includes the foflowthg: The Ash and Hfcter U.8. Patent w 
No. 4,448,765 filed July 3. 1979 entitled LIPOSOMES AND THEIR USE IN TREATING HUMAN OR OTHER 
MAMMALIAN PATIENTS, describes mlcroVeslctes which are reportedly stabilized by the Incorporation Of a 
polymer having at least six atoms attached to the backbone thereof; said vesicles incorporating a 
physioplogicalry-active substance. Kefty U.S. Patent No. 4,358,187 entitled LIPOSOME DRUG DELIVERY 
SYSTEMS, filed June 22. 1081 , describes a liposome medicament delivery system whereto the medteement Is 1$ 
In an aliphatic liquid-sterol-water lamellae. The BpW may be a sodium or potassium salt of a C4 to Cia fatty acid 
and the sterol may be cholesterol. Ka6. Y. and Lbb, T., PharmacologlcaJ Disposition of Negatively Charted 
Phospholipid Vesicles In Rats. J. of Pharm Set. S9;1 1, 1980, pp. 1338-1343 contains a mport of experiments 
which Investigated the pharmaoctogtcal disposition of four negatively charged phospholipid vesicles 
Gregoriadls, G:. tfte Carrier Potential of Updstfffte*? in Biology and Medians; N.E. J. 6t Mttd. Vol. 29* ( No 13, 4? 
1976, describes the use of liposomes to carry a teffce variety of btologicaity fntetestfng owftpoeftfefts InctaShg 
hormones, drugs, steroids, vitamins, viruses and other compositions such as hfetemne. Ooucet, D. at el 1 
Oxygen Binding erf Artifteiai Erythrocytes, Ift Proceedings of Int. Sot. of Artif. Organs, 6, (Supp)' 1&81* 
pp. 392-395, describes the use of liposomes to Incorporate a cc^cantrated hen»gtobih solution. Qaber B et 
al; Encapsulation of Hemoglobin m Phospholipid Vesicles. FEBS Letters, Vol. 2, 19*3, pp. *8fr*7 26 
describes a method to encapsulate hemoglobin m phospholipid vesicles. Grvner, 8., Novel MuttSayered UpW 
Vesicles: Comparison of Physical Characteristics of Murtttameftaf Liposomes and StaiJfe Plunlataelle/ Vetfde* 
Biochemistry. 24. 1985, 2833-2842. discusses the effects of osmotic compression on the production Of various 
liposome compositions; Siebeni, J. et al.; Encapsulation of Hemoglobin fri r%>sflhdttpld Liposome- 
Characterization and Stability; Biochemistry; 24, 1985, 2827-2832, reports the encapsulation Of bemogtoblh In' M 
liposomes of different Hpid composition. Blood Policy and Technology; Office of Technology Assessment, U S 
Congress. U.S. Government Printing Office, 1985, pp. 148-151, reports the methods of formulation and the 
difficulties encountered In using liposome based brood substitutes. 

It is important to emphasize that liposomes differ from the coacervate preparations previously discussed 
and herein disclosed In mode of manufacture, and in physical and structural properties. 35 

Coacervates are used In the preparation of the compositions of this invention. The Inventor's pending U.S. 
patent applications based on coacervate compositions Include the following : Serial No. 591 1 774 filed March 21 ] 
1984. 

The Ecanow et al application Serial No. 81 1 ,675. filed December 20, 1985, describes a synthetic whole blood 
wherein the coacervate system is produced from lecithin dispersed rn an aqueous solution containing albumin 40 
and sodium chloride; said system enabling a more effective use of the Incorporated pyrtdc^Jeied-poryrhertzea 
hemoglobin. 

The Ecanow application Serial No. 835,550, filed March 3, 1968. describes an oral dosage form Of Insulin 
based on the use of a coacervate system comprised of lecithin, albumin, and Ihsulln. 

The Ecanow application Serial No. 711,068. fifed March 12. 1985, describes an oral dosage form of atrial 46 
peptides based on a coacervate comprised of lecithin, albumin, and atrial peptides 

The Ecanow application SeriaJ No. 896.844. fifed August 14. 1986. describes a drug detfvery system baaed 
upon an albumin-lecithin coacervate system using a solvent. 

The Ecanow application 6erieJ No. 001,814, filed January 8. 1987, describes an oral drug delivery system 
based oh a dextran-polyethylene glycol coacervate. & 

The Ecanow application Serial No. 066,620, filed January 14, 1987, describes a composition Useful for 
immunoassay procedures based upoh an albUmln-lecfthin coacervate system. 

There are fundamental differences between this invention arid the Inventors prior art. In some Instances, 
e.g., the blood substitute formulations, are based on precisely opposite theoretical and fuhottottai 
characteristics. Thus, the blood substitute formulations are based squarely on a gas exchange system. In this $5 
instance, oxygen Is absorbed by the hemoglobin component of the synthocyte and released from the 
hemoglobin to the tissues according to oxygen tensions. This phenomena is represented lh Whole Wood and 
some blood substitutes by a sigmoid curve, in contrast, rn this invention, the drug Is refeaftetJ from 
encapsulation; the release can be represented by a straight line function or by ah exponential rate of release 

Further, the Inventors blood substitutes are specifically formulated to maintain the hemoglobin component 60 
in an encapsulated state up to the time the synthocyte and Its contents are metabolteed In the present 
invention, the formulations are designed to release the drug; from the synthocyte promptly after admlnrntfatlen 
me present invention provides for a variety of routes of administration; the inventor's blood substitutes are 
restricted to intravenous Injection. 
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SUMMARY OF THE INVENTION ^ r z ^ 

The method of this invention enables the preparation of carrier vehicles useful for the delivery of medically 
useful compositions for man and animals. The finished products of this invention range from a red blood cell 
substitute (resuscitation fluid) to aqueous based formulations of water Insoluble, water soluble and water 
5 sensitive drugs. 

The fact that in the method of this invention, aqueous formulations successfully incorporate and deliver 
water insoluble and water sensitive drugs is evidence that this invention constitutes a significant advance in 
the state of the art. 

The aqueous based compositions of this invention comprise one or more of a large variety of surface active' 
10 agents, that is, molecules which are non toxic and endogenous or exogenous to the body and can Include one 
or more monomelic, polymerized or polymerizable surface active agents, particularly a polymerized form of a 
protein such as albumin and/or a polymerized form of a phospholipid such as lecithin and may Include one or 
more surface active agents either in polymeric or monomelic form, Including lecithin, albumin, gelatin, 
modified liquid gelatin, acacia gel and combinations thereof. Finished products of this Invention may be 
15 administered by oral, parenteral, transdermal, transmucosal or Inhalation routes, or by combinations of these 
routes. 

Formulations prepared according to the method of this invention are stable, pharmacologically-active and 
will not precipitate in body tissue or fluid. Parenteral drugs now prepared to an excessive pH can be 
reformulated using the method of this invention. The resulting product will have improved bioavailability and 

20 absorption; said reformulation will reduce or eliminate pain and tissue damage associated with injection of 
drugs with an excessive pH. The physiologically-active compounds, such as a drug, may be in a concentrated 
form, or may be dissolved or suspended In a carrier, e.g., a liquid carrier, such as an oil, glyceride, lipid, 
coacervate phase(s) or within a film carrier such as a liposome. In one embodiment, a liposome Is 
encapsulated in a coacervate-based matrix or coacervate phase and/or coacervate-based film to prevent the 

25 liposome from unravelling prematurely. 

Either prompt or sustained release characteristics or mixtures thereof, can be manufactured by the method 
of the present invention. Into the circulatory system without being absorbed through the lining of the Gl tract. 
The formulations are stable, pharmacologically active and will not precipitate in body tissue or fluid. The drug 
delivery formulations of this invention include emulsions, microemulsions and coacervate phase encased 

30 liposomes. In those delivery formulations which are prepared to an excessive pH and are administered 
parenterally, the herein disclosed formulations will improve dissolution, be free of the pharmacokinetic 
distortions associated with current drug vehicles and reduce or eliminate pain and tissue damage. Use of this 
invention for orally administered drugs or other medically useful compositions significantly improves their 
bioavailability and absorption. In brief, this invention comprises a coacervate system containing at least one 

35 monomeric or polymerized surface active compound which can be processed to result in a composition 
including one or more physiologically-active compounds coated or encased with a coacervate phase film and 
may be in the form of a microemulsion to stabilize and improve the dosage forms specified above. The 
physiologically-active compounds, such as a drug, may be in a concentrated form, or may be dissolved or 
suspended in a carrier, e.g., a liquid carrier, such as an oil or glyceride, or within a film carrier such as a 

40 liposome. In one embodiment, a liposome is encapsulated in a coacervate based matrix or coacervate phase 
and/or coacervate based film to prevent the liposome from unravelling. 

The method of this invention enables the preparation of carrier vehicles useful for the delivery of medically 
useful compositions for man and animals. Thus, the disclosed method can be used to produce a composition 
which comprises a red blood cell substitute (resuscitation fluid); if desired, by modifying the method, it will 

45 produce an effective plasma expander. The method of the present invention using a polymerized or 
polymerizable surface active agent constitutes an improvement in incorporating ability ranging from two to six 
times greater than that of the inventor's previously disclosed methods. 

The delivery systems of this invention encompass emulsions, microemulsions, encapsulated liposomes, 
suspensions, gels and microsuspensions. The size of the coacervate-based encapsulated particles which 

50 comprise the finished products of this invention extend from the nanogram range to about one micron when 
administered parenterally. Larger size particles may be made by the disclosed method If required. Filtering 
procedures may be used to insure appropriate particle size. This invention envisages compositions in which 
particles 1 micron or less are mixed with particles 2 microns or more. 
In this invention, the pharmacologically-active component is bound to or embedded in the coacervate matrix 

55 comprising the pharmacologically-active compounds held in a coacervate matrix of the equilibrium water 
phase and/or the coacervate phase forming a particle; and the particle, including the pharmacologically-active 
component and equilibrium water and/or coacervate phase (forming the coacervate matrix) is then 
encapsulated by a coacervate-based film. The coacervate-based film can contain one or more 
pharmacologically-active component(s), and layered films can contain no, or different, pharmacologically-ac- 

60 tive components. The film can be prepared to any degree of structure (hardness) ranging from soft (semi-gel 
like) to rigid. The method provides for a mixture of particle sizes if desired, and for any degree of surface film 
hardness, any number of surface films with or without an active compound, or combinations thereof. 

In accordance with one embodiment of the present invention, a perhalogenated compound and a two-phase 
aqueous coacervate system are combined to yield a useful composition that can be used to solubilize and 

65 stabilize physiologically-active compounds. The resulting products can be administered orally or parenterally, 
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preferably intravenously, to p rform such useful functions as acting as a barrier to food absorption to assist in 
weight reduction programs; as an oxygen-transporting contrast medium; and/or as a resuscKatlon fluid. The 
method and composition of the present invention also can be used t solubilize and stabilize non-polar 
physiologically-active pharmaceutical compounds, such as drugs, enzymes, btotogi cafe, peptides, 
antimicrobials, anesthetic agents, or combinations thereof. Surprisingly and unexpectedly, according to the 5 
present Invention, the anesthetic agents, including gases, liquids and ttquffiable gases, can be Incorporated 
Into the composition of the present Invention. In general, the composition and method of the present Invention 
facilitates the manufacture of medically-useful products and facilitates the Introduction of these 
medically-useful products Into the body. 

In accordance with another embodiment, the physiologlcaHy-active compound is a heme, hemoproteln, \o 
and/or a heme-hemoprotein Complex, such as etroma-free hemoglobin; polymerized hemoglobin; and/or 
pyridoxilated, polymerized hemoglobin; ami/or an oxygen solvent to augment the oxygen transport capability 
of the body, to treat for several of the anemias and/or to act as an oxygen-caning plasma extender. 

OBJECTS OF THE PRESENT INVENTION 1g 

Accordingly, an object of the present Invention Is to provide a composition and a method of making the 
composition wherein one or more physiologicaJty-actlve compounds are encapsulated by an aqueous 
coacervate-based film containing at least one monomeric or polymerized surface active compound to provide 
unexpected stability to the composition. 

Another object of the present Invention Is to provide a composition and a method of making the composition 20 
wherein one or more physiotogtcaliy-actlve compounds to dissolved or dispersed in a fcxjfd carrier and the 
carrier and compound are encased In an aqueous ooaoervate-based matrtx containing at least one monomeric 
or polymerized surface active compound, the composition including an aqueous cofl old-rich phase or an 
aqueous colloid-poor phase or a combination of both phases from a two-phase ooacervate system. 

Another object of the present invention Is to provkte a composition and a method of making the composition 25 
wherein one or more physiologically-active compounds Is dissolved or dispersed Ni a Bquld carrier, such as a 
glyceride, and the carrier and compound are encased In an aqueous ooacervsrte-baeed matrix containing at 
least one surface active compound Including an aqueous colloid-rich phase or an aqueous coi fold-poor phase 
or a combination of both phases from a two-phase coacervate system, thereby preventing the compound from 
diffusing out of the composition prematurely, and to prevent degradation of the compound by body fluids. 30 

Another object of the present invention is to provide a method of administering a phyetotoglcally-active 
compoufKi to a mammal by oral Ingestion, tissue lining absorption or parenteral administration wherein the 
composition includes one or more physlologlcallyactlve compounds In concentrated form or In a solid or liquid 
carrier, encased in an aqueous coacervate-based matrix containing at least one surface active compound, 
particularly a film containing an aqueous colloid-rich phase. 35 

Still another object of the present invention Is to provide a composition and a method of making the. 
composition wherein previously encapsulated physiologically-active compounds, such as compounds 
encapsulated In a liposome, are further stabilized by encapsulation in an aqueous coacervate-based matrix 
containing at least one surface active compound to prevent the compound from leaking by preventing the 
liposome from unravelling prematurely. 40 

A further object of the present Invention Is to provide a composition and a method of making the 
composition wherein one or more physlologlcaHy-actlve compounds are encapsulated In an aqueous 
coacervate-based matrix containing at least one polymerized surface active compound, the matrix Including a 
colloid-rlch or a colloid-poor phase, or a combination of a colloid-rich and a colloid-poor phase to stabilize the • 
physiologically-active compound and prevent the compound from prematurely leaking out of the 46 
coacervate-based film, and to prevent compound-degenerative materials, such as enzymes, or other digestive 
fluids, from reaching and degenerating the compound. It Is a further object of the present invention to provide 
a non-toxic, two-phase aqueous coacervate-based composition, Including a non-toxic perhalogeneted 
compound, such as a pemalogenated hydrocarbon and/or a pemaiogenated amine, to solubWze and stabilize 
physlologically-acttve compounds, such as drugs, enzymes, blologlcals, peptide*, antimicrobials, anesthetic 80 
agents, oxygen carriers, contrast media and mixtures thereof, and to facilitate the oral or parenteral 
Introduction of the physiologlcally-actlve compound Into the body. 

Another object of the present Invention is to provide a composition and method of making the composition 
wherein one or more physiologically-active compounds are encapsulated by an aqueous ceaoervate-based 
matrix containing a polymer of lecithin to substantially and unexpectedly Increase the yield or amount of 55 
physiologically-active compound capable of being carried in the composition. 

Another object of the present invention is to provide an aqueous coacervate-based composition, 
incorporating heme, hemoprotelns, or a heme-hemoprotein complex, that can be used to Increase the 
oxygen-transport and Iron-transport capabilities of the body, to treat various anemias and/or to extend plasma 
volume. 00 

Another object of the present invention is to provide a coacervate matrix enveloping one or more 
physiologically-active compounds wherein the coacervate matrix Includes a plurality of surface active 
compounds one of which is polymerized albumin or polymerized lecithin. 

Another object of the present Invention Is to provide a composition and method of making the compound 
wherein a three-layer coacervate system is formed using a physiologically-acceptable alcohol, and the middle §5 
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layer, comprising an aqueous colloid-rich phase, is separated from the other two layers and then formed into a 
second, two-phase coacervate system with one or both phases or layers suitable for encapsulating a 
physiologically-active compound for oral, tissue-absorptive, or parenteral administration. 
Another bject of the present invention is to provide a composition and a method of making the composition 

5 wherein one or more physiologically-active compounds is dissolved or dispersed in a liquid carrier, such as a 
giyceride, and the carrier and compound are encased in an aqueous coacervate-based film Including an 
aqueous colloid-rich phase or an aqueous colloid-poor phase or a combination of both phases from a 
two-phase coacervate system, thereby preventing the compound from diffusing out of the composition 
prematurely, and to prevent degradation of the compound by body fluids. 

10 The above and other objects and advantages of the present Invention will become apparent from the 
following detailed description of the preferred embodiments. 

DETAILED DESCRIPTION OF THE PREFERRED EMBODIMENTS 
The present invention provides for a stable drug delivery composition useful for the oral administration or 

15 tissue fining absorption of drugs and other medically useful compositions and for the stabilization, 
solubilization and delivery of pharmacologically active substances as parenteral^ administrate drugs at the 
pH of body tissue. The compositions of the present invention are derived from a non-toxic two- phase aqueous 
coacervate system forming a matrix containing at least one polymerized surface active compound, one phase 
of which is colloid-rich, semlpoiar to nonpolar in character and capable of solubiiizing oil-soluble and 

20 water-insoluble components; and the second phase of the coacervate composition is colloid-poor, semipolar 
to polar in character and capable of solubiiizing water-soluble and, to a lesser degree, water-insoluble 
components. The polar phase of a coacervate composition is made of strong, dipolar from about 0.1 D to about 
0.8D. The nonpolar phase is made up of molecules have little or no dipole character, generally in the range of 0 
to 0.1 D. See Remington's Pharmaceutical Sciences, Mack Publishing Company, 1973, pp. 241-242. To a limited 

25 degree, however, the colloid-poor phase may be able to solubilize some apparently water-insoluble 
compounds, the colloid-rich phase being insoluble and in equilibrium with said colloid-poor phase. In this 
invention, a drug is incorporated in the coacervate phase based matrix and encapsulated comprises a 
medically useful, surprisingly stable composition suitable for oral, parenteral, transdermal, transmucosal or 
inhalation administration or combinations of such modes of administration. 

30 As used in this invention the term, "transmucosal" means that a formulation of this Invention is applied 
directly to any of the accessible mucosal membraneous tissues of the body. The term, ■transdermal" is used to 
mean a formulation applied directly to the surface of the skin. "Tissue absorptive" includes both transdermal 
and transmucosal. The terms, "oral", "parenteral" and "inhalation" are used as per conventional definitions. In 
this invention, the oral route means that any oral dosage form can be accommodated, i.e., tablets, capsules, 

35 liquids, particles, and the like. 

The term "drug" is defined by the Federal Food, Drug and Cosmetic Act, and as used in the present 
disclosure, is "articles recognized in the official United States Pharmacopoeaia , offical Homeopathic 
Pharmacopoeaia, or official National Formulary or any supplement to any of them". Further clarification of this 
definition is supported by Remington's Pharmaceutical Sciences , which states "drug" to mean "any article 

40 contained in the above-cited references which is used in the process of diagnosis, cure, treatment, mitigation 
or prevention of disease in man and animals". Remington's Pharmaceutal Sciences , (Easton, Pa.: Mack 
Publishing Co., 1975), p. 1843. All drugs as encompassed by any of these definitions can be incorporated into 
the coacervate compositions of the present invention for oral or parenteral administration to mammals. 
It is known that the active components of many parenteral drugs such as antibiotics, anesthetics, anticancer 

45 agents, hypertensive compounds, and the like, are insoluble or only slightly soluble at the pH of plasma or 
tissue fluids and as such, the procedures commonly employed to deal with this problem include use of the salt 
of the parent compound and/or use of propylene glycol and/or alcohol as a solubiiizing agent(s) for the drug. 
Physician's Desk Reference , (oradeli, N.J.: Medical Economic Co., 1986). 
U.S. Pharmacopoeaia , indicates that of the injectable drugs used in the direct medical treatment of diseased 

50 states, approximately 200 are prepared from the salt of the parent compound and administered at a pH which 
differs significantly from that of body tissue. It follows from accepted pharmaceutic principles that when a drug 
based upon the salt of a parent compound is injected, the intracellular and extracellular water at the site of 
injection will buffer the drug sufficiently to alter its pH and cause a quantity of it to precipitate out of solution 
and into the injected site. 

55 The following list illustrates the extensive use of the salt of the parent compound in injectable drugs as well 
as the frequency of an associated excessive pH. As is evident, virtually all classes of drugs are represented, 
and, in accordance with the principles of the present invention, are suitable for formulation in ail embodiments 
of the coacervate compositions of the present invention for oral or parenteral administration or for tissue 
absorption. 

60 
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TOUG pH 

Acetazolaraide, Sodim 9. 0-10. 0 

Alphaprodine HC1 ,4.0-0,0 

Amicocaproic Acid 6,0-7.6 

Aminosuppurate Sodium 6.7-7.6 

Aminophylline 3 . 6-9 . 0 

Aminotryptyline HCX 4.0-6,0 

Araobarbitol Sodium 9 f 6-10.4 

Anileridine 2*5-3.0 

Amphotericin B 7.2-8.0 

Ampicillin 5.0-7.0 

Anti coagulant Heparin Solution 5.0-7.0 

Arginine HC1 5.0-6.5 

Atropine Sulfate 3.0-6.5 
Atrial Peptides 

Azathioprine Sodium 9.8-11.0 

Benztropine Mesylate 5.0-8.0 

Betaine HC1 0.80-1.2 

Betamathazone Sodium 8.0 

Bethanecol Chloride 5.5-7,5 

Biperiden Lactate 4.8~5.8 

Bleomycin Sulfate 4.5-6.0 

Brompheniramine Maleate 5.8-7.0 
Bupivacaine-Epinephrine Injection 3.3-8.5 

Bupivacaine HC1 4.0-6.5 

Butabartitol Sodium 10.0-11.2 
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Butorphanol Tartrate 3.0-5.5 
Caf f eine-Soidum Benzoate Injection 6.5-8.5 

Calcium Glueptate Injection 5.6-7.0 

Calcium Levulinate 6.0-8.0 
Carboprost Tromethiamine Injection 7.0-8.0 

Cefamandole Sodium 6.0-8.5 

Cefamandole Nafate 6.0-8.0 

Caphazolin Sodium 4.5-7.0 

Cafataxirae Sodium 4.5-65. 

Ceftizoxime Sodium 4.5-6.5 

Cephalothin Sodium 4.5-8.0 

Caphaprin Sodium 6.5-8.0 

Caphradine 8.0-9.6 

Cafonocid Sodium 

25 Chloramphenicol 5.0-8.0 

Chlordiazepoxide HC1 2.5-3.5 

Chloroprocaine HC1 2.7-4.0 

30 Chlorothiazide Sodium 9.2-10.0 

Chlorpromazine HC1 3*0-5.0 

Cefoperazone Sodium • 4.5-6.5 

& Chlorphenramine Maleate 4.0-5.2 

Chloroquine HC1 5.5-6.5 

Chlortetracycline NCI 2.3-3.3 

Clorprothixene 4 . o-5 . 0 

Colchicine Desmopressin 6.0-7.0 

Clindamycin, Phosphate 5 . 5-7 . 7 

Cimetadine Hydrochloride 4.0-6.0 

Codeine Phosphate 3.0-6.0 

Corticotropin 2.5-6.0 

Cyanocobalamin 4.5-7.0 

Cyclizine Lactate 3.2-4.7 

Cyclophosphamide 3.9-6 . 7 

Cyclosporine 

Cysteine HC1 1.0-2.5 

Chlorprothixene HC1 3 4 

60 - 

Dantrolene Sodium 9.5 

Dacarbazine 3.0-4.0 

65 
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Cac tinomycin 5 • 5-7 . 5 

Daunorubicin HOI 4.5-6.5 

Des lanos ide 5 . 5-7 • 0 

Desmopressin Acetate 3.0-5.0 

Dexamethasone Sodium Phosphate 7.0-9.5 

Diatrizoate Meglumine 6.0-7.7 

Diatrizoate Sodium 4.5-7.5 

Diazepam 6.2-6.9 

Diazoxide 11.2*11.9 

Dibucaine HC1 4.5-7.0 

Dicyclomine H£l 5.5-5.5 

Ditheyl$tj.lbesterol Dispho§ph$fce -- 

Digoxin ----- 

Dihydroergotamine Mesylate 3,2-4,0 

Diphenhydramine HC1 4.0-5.5 

D imenhydr iaat e g , 4-7 m 2 

Dobutamine RG1 2. 5^-5.5 

Dopamine HC1 2.5?-5.5 

Dopamine HC1 -Dextrose 3.0-5.0 

Doxapram HC1 3.5-5.0 

Doxorubicin HC1 3.8-6.5 

Droperidol 3.0-3,8 

Dhphylline 5,0-8.0 

Edetate Disodiura 6.5-7.5 

Emetine HC1 3.0^4.0 

Ephedrine Sulfate 4.5-7.0 

Epinephrine 2,5-5.0 

Ergonovine Maleate 2.7-3.5 

Ergotamine Tartrate 3.0-4.0 

Erythromycin : - 

Erythromycin Ethylsuccinate 6.0-8.5 

Seythromycin Gluceptate 6.0r-8.0 

Erythromycin Lactibionate 6.5-7.5 
Estradiol Valerate 

Ethacrynate Sodium 6.3-7.7 

Ethylnorepinephrioe HC1 2.5^5.0 

Etidocaine HC1 H # 0 
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Fentanyl Citrate 4.0-7.5 

Floxuridine 4.0-5.5 

Fluorescein Sodium 8.0-9.0 

Fluoracil 8.6-9.0 

Fluphenazine Enanthate 

Fluphenazine HC1 4.8-5.2 

Folic Acid 8.0-11.0 

Furosemide 8 . 5-9 . 3 

Fallaraine Triethiodide 5.3-7.0 

Gentamycin Sulfate 3.0-5.5 

Glucagon 2.5-3.0 

20 Glycopyrrolate 2.0-3.0 

Haloperidol 3.0-3.8 

Hepar in-Calcium 5 . 0-7 . 5 

25 Hepar in-Sodium 5.0-7.5 

Hetacillin-Potassium 7.0-9.0 

Hexaf luor enium Bromide 4.0-7.0 

30 Histamine Phosphate 3.0-6.0 

Hyalur anidase 6 . 4-7 . 4 

Digitoxin 

35 Fructose 3.0-6.0 

Hydralazine HC1 3.4-4.4 

Hydrocortisone Sodium Phosphate 7.5-8.5 

40 Hydrocortisone Sodium Succinate 7.0-8.0 
Hydromorphone HC1 * 4.0-5.0 

Hydoxocobalamin 3.5-5.0 

Hydroxyzine HC1 3.5-6.0 

Hyoscyamine Sulfate 3.0-4.5 

Iraipr amine HC1 4.0-5.0 

Iophendylate 6.5-7.7 

Iothalaraate Sodium 6.5-7.7 

Iron Dextran 5.2-6.5 

Isobucaine HCl-Epinephr ine 

Isoniazid 6.0-7.0 

Isoproterenol HC1 3.5-4.5 

Isoxsuprine HC1 4.9-6.0 

Kanamycin Sulfate 3.5-5.0 

65 
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Ketamine HCl 3.5-4.5 

Leucovorih Calcium 6.5-8.5 

Levallorphan Tartrate '4.0-4.5 

Lidocaine HCl 5.6-7.0 

Lidocaine HCl Dextrose 2.5~7*Q 

Lidocaine HCl-EpinephtinS 3.3-5.5 
Lidocaine HCl-Epinephrine Bitartratfc 3. 3-$. 5 

Lincomyclft HCl 3.6-6.6 

Magnesium Sulfate 5.5-7.0 

Magnesium Chloride 1.5-4.5 

Methlbrethamine HCl 3.0-5.0 

Menotropins 6.0-7.0 

Meperidine HCl 3.S-6.0 

Mephentermine sulfate 4.0-6.5 

Mepivacaine HCl 4.5-6.8 

Mepivacaine HCl-Levonordef riri 3,3-5.5 

Meprylcaine HCl-Epinephtine 3.5*5.5 

Mesorida2ine Mesylate 4,0-5.0 

Metaraminol Bitartrate 3.2-4.5 

Methadone HCl 3.0-6.5 

Methicillin Sodium 5.0-7.5 

Methiodal Sodium 5.0-8.0 

Methocarbamol 3.5-6.0 

Methohexital Sodium 10,6-11.6 40 

Methotrexate Sodium 8.0-9.0 

Methotriraeprazine 3 . 0-5.0 

Methoxamine HCl 3.0-5 0 45 

Methscopolamine Bromide 4.5-6.0 

Methyldopate HCl 3.0-4.3 

Methylergonovine Maleate 2.7-3.5 * 
Methylpredisblone Sodium Succinate 7.0-8.0 

Metrohidazone 4.5-7.0 

Miconazole 3.7-5 7 65 

Minocycline HCl 2.0-3.5 

Mitomycin 6.0-8.0 

Morphine* Sulfate 2.5*6.0 * 

Moxalactata Disodium 4.5-7i0 



60 
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Narcmin ooaiuiu 


6.0-8.5 




Naloxone nv^x 


3.0-4.5 


5 


Neostigmine Metnyisuii.ate 


5. -.6. 5 


Netilmicin suxiate 


3.5-6.0 




Niacin 


4,0-6.0 


10 


Niacinamide 


5 0-7.0 


Norepinephrine Bitartrace 


3 0-4 5 




Nylidrin HC1 


4 5-6.5 


15 


Orpnenadrine Litrace 


5.0-6.0 




Oxacillin booium 


5.0-8.5 




Oxymorpnone tiux 


2.7-4.5 


20 


Oxy tetracycline 


ft 0-Q . 0 




Oxytetracycline HC1 






Oxytocin 


2 5-4.5 


25 


Papaverine HC1 


^ 0 or Iocs 




Parathyroid 


^ • j j • j 




Penicillin k potassium 


6.5-8.5 


30 


Penicillin G Procaine 


5 0-7 5 




Penicillin G soaium 


6 5-7.5 




Pentazocine Lactate, 


ft • u — 0 . u 


35 


Phenobarbital Sodium 


q n— l n 5 

17 • U XU • J 




Perphenazine 






Phenobarbital Sodium 




40 


Perphenazine 


ft • 3 . O 




Phenobarbitol Sodium 






Phentolamme Mesylate 


*i » J U.J 


45 


Phenylephrine HC1 






Phenytoin Soidum 


XU • U X £. • J 


50 


Physopstigmine Salicylate 


ft • u— o . u 


Phytonadione 


«j • D— / • U 




Plicamycin 


c n "7 c 


55 


Posterior Pituitary 


2.5-4.5 


Potassium Acetate 


5.5-8.0 




Potassium Chloride 


4.0-8.0 




Prednisolone Sodium Phosphate 


7.0-8.0 


60 


Prednisolone Sodium Succinate 


5.7-8.0 




Prilocaine HC1 


5.0-7.0 
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Procainamide HC1 
Procaine HC1 

Procaine HCl-Epinephrine 

Procaine-Phsnylephrine 

Hydrochlorides 

Procaine and Tetracaine HC1 

and Levonodefrin 
Prochlorperazine Edisylate 
Promazine HC1 
Promethazine HC1 
Propiomazine HC1 
Propoxycain^-Procaine HCl'a- 

Norepinephrine Bitartrate 
Propanolol HC1 
Protein Hydrolysate 
Pyridostigmine Bromide 
Pyridoxine HC1 
Quinidine Gluconate 
Reserpine 
Riboflavin 
Ritodrine HC1 
Roli tetracycline 
Scopolamine HC1 
Secobarbital Sodium 
Sisomycin Sulfate 
Spectinomycin HC1 
Streptomycin Sulfate 
Succinylcholine Chloride 
Sulfadizazine Sodium 
Sulf ixoxazole Diolamine 
Superoxide Dismutase 
Terbutaline Sulfate 
Testosterone Cypionate 
Testosterone Enanthate 
Tetracaine HC1 
Tetracycline HC1 
Tetracycline Phosphate Complex 



4.0-6,0 
3,0-5.5 
3.0-5,5 



3,0-5,5 

3.5-5,0 
4.2-6,2 
4.0-5-5 
4.0-5.5 

4.7- 5.3 

3,5-5,0 

2.8- 4.0 
4.0-7.0 
4.5-5.5 
2.0-3,8 



3.0-4.0 

4.5-7.0 . 

4.8-5.5 

3.0-4.5 

3.5-6.5 

9,0-10.5 

2.5-5,5 

3.8-5.6 

5.0-8.0 

3.0-4.5 

8.5-10.5 

7.0-8.5 



3.0-5.0 



10 



is 



2Q 



3.2-6.0 
2.0-3.0 
2,0-3.0 
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mU i m\j 1 -» 1 C m tint 

Tmmyiai sodium 


10 • 7-11 - 


5 


5 


lnie tnyxperazine Naieaie 


J • U — 4 • U 






Thiopental Sodium 


10 . 2-11 . 


2 




Tniotmxene nti 


o c ^ e 
2.5-3 .5 




10 


Tobramycin Sulfate 


f r\ n n 

6.0-8 . 0 






Toiazonne hli 


3 . 0-4 • 0 






Tolbu taminde Sodium 


8.0-9 .0 




15 


Tr iamcinolane Diacetate 


6.0 






Tr ldinexetnyl Chloride 


5.0-7.0 






Trifluoperazine HC1 


4.0-5.0 




20 


Tr if lupromzine HC1 


3 .5-52. 






Trimecnapnan wamsyiace 


VI ft c ^ 

4.9-5.6 






Tr imethobenzamide HC1 


4.8-5.2 




25 


Tr ime thopr imsulf ame thoxazole 


10.0 






Tromethamine 


10.0-11. 


5 




Tubocurarine Chloride 


2.5-5.0 




30 


Vasopressin 


2.5-4.5 






Vincristine Sulfate 


3.5-4.5 






Vidarabine Concentrate 


5.0-6.2 




35 


Vinclastine Sulfate 


3.5-5.0 






Warfarin Sodium 


7.2-8.3 






Verapamil 


4.1-6.0 





40 



It is to be understood that the above list of drugs is for purposes of illustration and is not provided as an all 
inclusive list of all the drugs which may be beneficially formulated or reformulated using the oral or parenteral 

45 drug, tissue absorptive, transmucosal, or Inhalation delivery compositions of the present invention. Other 
physiologically-active compounds that can be encapsulated in the coacervate compositions of the present 
invention include biologically-active compounds, such as proteins, enzymes, anti-enzymes, peptides, 
catecholamines, antihistamines, analgesics, and the like. For the purposes of the present invention 
"biological" is defined to mean any medically useful composition derived from a biolo gical source and/or a 

qq synthetic pharmacological equivalent thereof such as insulin, heme, hemoglobin, and hormones; "enzyme" or 
"enzyme system" is defined to mean any protein or conjugated protein produced biologically or synthetically 
and which functions as a biocatalyst; "peptide" refers to peptides and polypeptides derived from either 
endogenous, exogenous, or synthetic sources and is used to mean polymers of amino acids linked together 
by an amide type linkage known as a peptide bond. Anti-enzymes are chemical or biological entities specific to 

55 a given enzyme which act to interfere with or terminate the biological activity of the enzyme. Other medically 
useful compositions known to those skilled in the art, for example, globulin, one or more glycoproteins, such 
as erythropoietin, also may be incorporated in the compositions of the present invention. 

Drug compounds dissolved in any non-toxic, physiologically-acceptable solvent such as a glycol, for 
example, propylene glycol, and/or alcohol also may be used in the practice of this invention. The procedure 

60 and quantity of drug incorporated when using such compositions are any desired quantity, such as that 
described. 

The following are examples of standard doses which can be incorporated into the coacervate-based 
matrix-enveloped compositions or products of this invention: 
Cimetidine HCI 150 mg/ml 
$5 Diazepam 5 mg/ml 
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5-Fluorouracil 500 mg/10ml 
Erythromycin Lactobionate 1 mg/rril 
Flosuridine 500 mg/5ml 
AmthoterHcIn D 0.1 mg/ml 

Fluphenazine HCI 2.5 mg/ml ^ 
Heparlng Sodium 1,00-20,000 units/ml 
Haloperidol lactate 5 mg/ml 
Insulin 40 units 
Ketamine HCI 10 mg/ml 

Labeltol HCI 5 mg/ml 1Q 
Lipocaine HCI 10 mg/ml 
Miconozole 10 mg/ml 
Morphine Sulfate 0.5-1.0 mg/ml 
Dropendal 2.5 mg/ml 

Imipramine HCI 25 mg/2ml ^ 
Phenytoin 100 mg/ml 
Fentobartltal Sodium 50 mg/ml 
Tetracycline HCI 250 mg/100ml 
Thiopental Sodium 0.2 mg/2ml 

Verapamil HCI 2.5 mg/ml ^ 
Vincristine Sulfate 1.0 mg/ml 
Fentanyl citrate 0.05 mg/ml 
Methylprednisolone Sodium — 
Succinate 40 mg/ml 

Once the drug Is solubllized In (held within the matrix of) the coilold-rlch phase of the composition of the 2r 
present invention and adjustments are made to the pH* If necessary, e.g., to 7.3-7.4 by the addition, for 
example, of either hydrochloric acid or sodium bicarbonate, the preparation may be administered or stored In 
the standard or desired dose in appropriate containers such as ampules, vials, and the like. Alternatively, 
following solubilization of the drug in the coacervate phase, the previously separated colloid-poor phase can 
be added and the resulting mixture emulsified using techniques known to produce rrtlcroemufeions. Following 30 
adjustment of the pH to, for example, 7.3-7.4, by adding either Ha or sodium bicarbonate as required, the 
preparation is now ready for use or storage. In some Instances, as noted previously, the colloid-poor phase 
may be used to solubllize and prepare formulations of polar and semlpolar drug compositions. 

Other medically useful compositions encompassed by the definition of drugs herein are also delivered more 
effectively orally, parenteral^ or by other means of administration that eventuate In tissue absorption of the 35 
drug(s) by incorporation into the compositions of the present Invention since such Incorporation improves 
such parameters as stability, solubility, delivery and the like. Other medically useful compounds capable of 
being incorporated in the compositions of ail embodiments of the present invention Include vftamins for 
example, vitamin B complex, vitamins A, D, E and K, vitamin B i2 , folic acid, and the like. Additionally, enzymes 
such as glucagon, lipase, a-amylase, superoxide dlsmutase, and the like, and nutrients such as fats! proteins, 40 
amino acids and carbohydrates may be incorporated into the drug delivery compositions of the present 
invention. Nutritional formulations using the compositions of the present Invention may include both 
water-soluble and water-Insoluble compounds, for example, vitamins, polyunsaturated corn oil, soy oil, 
triglycerides, amino acids, soy protein Isolate, soy lecithin, corn syrup, sucrose and other nutrfrJonai entities 
known to be useful when normal food intake Is precluded or otherwise Interfered wtth. Peptide and/or 45 
polypeptide compositions, particularly dipepttdes and tripeptides, also can be Included in the compositions of 
the present invention. Additional active compounds includeable Into the coacervate compositions of the 
present invention, particularly for oral adrrrfnlsttatlon Include Azothloprlne; Cycloserine; Monensln; low 
molecular weight Heparin, Amrinone and other lonotropics; Superoxide Dlsmutase; Prota^landlhs; 
Interferons; Urokinase; hQH (humarl growth hormone); Aminoglycoside antibiotics; Estrogen; (^halospb- so 
rins; Androgens; Anti-androgens; Renin Inhibitors; Lipoxygenase Inhibitors; H^thalrnlc and Pituitary 
Hormones; Cardiac GHyscosldes; Artti- mflarnatory steroids; Non-steroid fnfternatory drugs; Vancomycin; 
Tissue Plasminogen Activators; Enzymes such as adenosine deaminase; and blood factore suoh as Factor 
VIII and Factor IX complex. 

Compositions of one embodiment of the present Invention comprise one or more non-toxic monomeric or 55 
polymeric surface active agents which may be derived from endogenous, exogenous or synthetic sources For 
purposes of this invention, they may be selected from any of the classes of surfactants described by 2ographl 
(Ref: Remington's Pharmaceutical Sciences, pp. 295-296, Mack Publishing Co. 1976). The polymers are 
obtained from the following monomers: anionic, cattonte, amphoteric, and non-lonfc surfactants. Surface 
active agents In the anionic classification include di-(2-ethy1hexyl) eodium suifosuoclriste; non-tonic 60 
compositions Include polyethylene glycol (PEG) and polymerized esters; and amphoteric surface active 
agents include (t) compounds classified as simple, conjugated, derived, and secondary proteins such as the 
albumins; gelatins; modified fluid gelatins; lipoproteins; alpha, beta and gamma gtobuftne and glycoproteins, 
and (2) compounds referred to as phospholipids. Trie amine salts and the quaternary ammonium sate wftWn 
the cationta group also comprise useful surfactants. Other surfactant compounds useful to form coacervstee 96 
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in accordance with the principles of the present invention include compositions within the groups known as 
the polysaccarides and their derivatives, such as chitosan; dextran; the mucopofysaccarides; and the 
polysorbates and their derivatives. Synthetic polymers that may also be used include compositions such as 
polyethylene glycol and polypropylene glycol. Other suitable surface active agents that can be used to prepare 

5 coacervate compositions useful in accordance with the principles of the present invention include pectin, 
glycoprotein, glycoilpid, galac tose, and modified fluid gelatin. Acceptable coacervate compositions can be 
made from single surface active agents listed above or through the use of appropriate combinations thereof. 

Compounds that are not intrinsically surface active may also be used to prepare coacervates provided they 
can be made surface active by chemical or other means. Thus, fatty acids are not considered to be surface 

10 active compounds; however, when they are reacted with an alkaline chemical entity, the resulting reaction 
products will include one that has surface active properties. For instance, mixing stearic acid with sodium 
hydroxide will produce a salt of stearic acid that has surfactant characteristics. 

Virtually all surfactants useful to this invention can by polymerized (e.g., modified fluid gelatin) and used in 
the method and compositions of the present invention. 

15 As noted above, known synthetic polymers, e.g., polyethylene glycol dextran, a polysaccaride, and the like, 
may be used in this invention. 

To achieve the full advantage of the present invention, the coacervate matrix includes at least one 
polymerized surfactant. The polymerized surfactant or a combination of polymerized and monomelic 
surfactants have produced delivery systems that are exceptional in their ability to entrap hemoglobin and other 

20 pharmaceutical components. 

Surfactants useful to this invention can be polymerized by using, as an example, any of the customary 
aldehydes (e.g., gluteraldehyde) and following known procedures associated with the use of the aldehydes to 
produce the polymer form. 
To achieve the full advantage of the present invention, the combination of the surface active compounds 

25 include polymerized albumin and polymerized lecithin; polymerized albumin and monomeric lecithin; 
monomeric albumin and polymerized lecithin; casein and polymerized lecithin; gelatin and polymerized 
lecithin; pectin and polymerized albumin. It should be noted, however, that coacervate compositions useful in 
accordance with the principles of the present invention can be made from selected single surface active 
agents such as polymerized albumin or polymerized lecithin. 

30 To achieve the full advantage of the present invention, one of the surface active agents should be a 
phospholipid, such as lecithin or polymerized lecithin, in the composition of the present invention. It may be 
derived from any suitable source. Egg lecithin is preferred. Other phospholipids such as cephalin, isolecithin, 
sphingomyelin, phosphatidyl serine, phosphatide acid, phosphatidyl inositol and phosphatidyl choline, and 
combinations thereof, may be used in place of or in addition to lecithin, particularly where the other surfactant 

35 is polymerized albumin. 

Further, to achieve the full advantage of the present invention, a suitable surface-active protein, such as 
albumin or polymerized albumin, comprises another component of the compositions of the present invention. 
Albumin derived from any acceptable source, such as human, is acceptable. Other suitable surface active 
proteins include alpha-, beta- and gamma-globulins, gelatin, modified fluid gelatin, lipoproteins, polypeptides 

40 and mucopolysaccarides. While albumin is preferred, any suitable, non-toxic protein, i.e., simple, conjugated 
or derived proteins or mixtures thereof, including the globulins may be used in place of albumin. When globulin 
is used in the process described in this specification, the finished product not only comprises a coacervate but 
a composition in which the medical usefulness and the activity of the gamma globulin is prolonged. 
The use of an aqueous based coacervate composition as the starting composition for the microemulsions of 

45 the finished products of the present invention distinguishes the compositions of the disclosed invention from 
known microemulsions that are comprised of a lipid (liquid or solid) or oil phase and a water phase. It should be 
noted that stabilization of known microemulsions by encasing the microemulsions in a coacervate phase 
matrix and/or film, in accordance with the principles of the present invention, is an important feature of the 
present invention. 

50 According to another embodiment of the method and composition of the present invention any non-toxic 
molecule capable of carrying, and releasing oxygen to the bloodstream of a patient, and/or an oxygen solvent, 
preferably a molecule that contains iron, can be used as the physiologically-active component of the 
composition. Further, it has been found that, a heme, and/or a hemoprotein and/or a heme-hemoprotein 
complex can be used as the physiologically-active component. Since the heme, hemoprotein and 

55 heme-hemoprotein complexes contain iron, these preferred compounds possess an important advantage 
because sources for the physiologically-active component include endogenous, exogenous and synthetic 
compositions. 

As used above and hereinafter, heme is defined to comprise the prosthetic group of hemoglobin. However, 
according to the composition and method of the present invention, prosthetic groups of other compositions, 

60 such as myoglobins, catalases, cytochromes b and some peroxidases can also can be used to form the 
heme-hemoprotein complexes. The preferred heme molecule for use in the present invention is a complex of 
iron and protoporphyrin 9, type III. Similarly, hemoproteins that can be used above or in the heme-hemoprotein 
complex include hemoglobin, ovo globulin, ovocanalbumin, Cytochrome c, Cytochrome P450. polymerized 
hemoglobin, pyridoxllated-polymerized hemoglobin, ovomucin and lactalbumin. To achieve the full advantage 

65 of the present invention, when using a hemoprotein or the heme-hemoprotein complex combination. 
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hemoglobin of human, bovine, synthetic or genetic engineering sources, in stroma-free form.Js utilized, as the 
hemoprotein. 

In accordance with an important embodiment of the present invention, aSA of the components of flie present 
invention, and especially the fie no e, the taemqpretetn and/or the herne-hemoproteto comptex shcaM ka tw 
pure and stable. Therefore, either prior to or sfter incorporating the heme, toeroaprotein m)l/ar 5 
heme-hemoprotern complex into the composrtJon of the present Invention, a solution of ifoe haoae, 
hemoprotein and/or the heme-hemoprot&in complex is treated with a chemical agent thai loams stable Iron 
complexes with the heme, hemoprotein or hame^emoprotein complex, such as a carbon jnonoxide or an 
inorganic cyanide, parttcuiarty cyanide salts or cyanide complexes, such 86 sodkim cyartfde hjtirogen cyanide. 
The chAfrjicai agent can be removed readily from the frame, hemoprotein and/or hems4«moprotain complex w 
when an excess of oxygen is introduced Into the solution. For example, carton monoxide is toubWed through 
the heme, hemoprotein and/heaie-protein solution until all oxygen is removed from the solution, to a 
subsequent processing step, the comptexed carbon monoxide is removed by Introducing an excess of 
oxygen to the heme, hemoprotein and/or Jieme-hemoprotein complex. In accordance with a new and 
unexpected feature of the present invention, Che Intimate contact of Che solution with carbon monoxide tf 
stabilizes the heme, hemoprotein and/or heme-haraoprotein complex during the manufacturing process. 
thereby preventing oxidation of the heme, hamoprotein and/or heme^aemopratete complex. 

Further, the composition prepared according to the method of the present frrypnttofi provides Iron that ub 
absorbed into the body of humans and otm mammals from the ham*, tamoproteta end/or the 
heme-hamoprotein molecules as Intact heme moteetfes IWs absorption dupflcates the natural source and a? 
natural mode of iron absorption and, therefore, provWes a slgntflcani improvement ower ton aornpounde now 
ki commarciaJ use. For example , usually the Iron that ie present In such cxwrvserclaj compoeft^s ftrst must be 
converted to ferrous Iron Jn the stomach and duodenum before any absorption occurs. 

In accordance with an Important feature of the present invention, the heme, hemoprotein and/or 
heme-hemoproteln complex present In the composition after ored axtmWstnaoon la protected from 25 
degradation in the digestive tract by the coaoarvate phase of the coacervate system. A fflm of 
coacervate-phase water surrounds and completely coats each heme, hemoprotein and/or hame-hernoprotein 
complex to protect the heme, hemoprotein and/or heme4jernoprotein complex from gaetrofettestina) 
degradation. The coacervate-phase water differs k\ physical structure from the bulk water which Is present in 
the stomach, thereby slowing the diffusion of digestive enzymes in the bulk water. Accorcfingly, the digestive 30 
enzymes are unable to penetrate the film of coacervate-phase water that covers each heme, hemoprotein 
and/or heme-hemoprotein comptex molecule, thereby reducing the rate of Interaction of the enzymes with the 
heme, hemoprotein and/or heme-herrxxorotetn complex. This slow rate of Interaction aflows physfoJogteefy 
useful quantities of heme, hemoprotein and/or heme-hemoprotetn comptex to avoid degradation and, 
therefore, to pass through the walls of the 6mafl Intestine and into the circulatory system of the recipient. The 35 
protective feature afforded by the coacervate phase also operates to protect the oxygen-carrying 
physiologically-active component(s) against degradation effects of pH, add-base balance and other 
conditions and processes of the Gastrointestinal tract. 

In accordance with another important embodiment of the present invention, liposomes and their contents 
are enveloped with a coacervate-based film - the film being derived from arty of the two-phase liquid aqueous 40 
non-toxic coacervate compositions described herein. Liposomes of any acceptable composition and of any 
lamellar structure, i.e., unilamellar, multilamellar, or prfurrtameHar, or any combination may be used In 
accordance with the principles of this embodiment of the present invention. Further, the liposome may contain 
any of the following physiologically-active components: any oxygen carrying molecule or oxygen sofvent(s), 
any drugs, hormones, biologicals, steroids, peptides, tissue plasminogen activators, enzymes, anti-enzymes 45 
and/or any other compositions or combinations thereof which are of biological or medical interest. Suitable 
oxygen solvents include perfluorocarbons; the ooacetvate phase of a lecithin-water coacervate solution; the 
coacervate phase of a tecfthin-albumin-water solution, and the like. The source of the phyatoiogicafly-actlve 
compound(s) can be either endogenous, exogenous or synthetic or any acceptable, non-toxic combination 
thereof. # 

The liposome embodiment of the present invention comprises a liposome component, the pharmaceutic 
and/or pharmacologic entity(s), or combinations thereof, contained within the Rpoeomes, and a 
coacervate-based matrix and/or film encapsulating the liposome component and Its contents. In this 
embodiment of the present invention, liposomes containing the physiologically-active molecule art mixed Into 
a surfactant solution such as a solution of polymerized albumin. To achieve the full advantage of this 56 
embodiment of the present invention, the surfactant (polymerized albumin) solution also contains polymerized 
lecithin and is converted to a coacervate phase to form a coacervate matrix and/or fflm enveloping the 
liposome composition. 

Further emulsrrlcation of this mixture produces a composition enveloping the liposome In a coaoervate- 
based matrix and/or film. The emulsified, composition including the liposome envelop d by a coacervate- 60 
based matrix and/or film then Is microemulsrfied to produce a microemulsion having particles of 1 mioron or 
less in size. As an option, microemulsion(s) can be processed further to produce sustained release 
compositions; the methods include application of heat; use of a cross-linking agent, or repeating specific 
process steps. 

As a further option, the composition mey be dried, such as by treatment with heat, or freeze dried to 65 
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produc a lyophillzed product, which can be produced to any desired particle size and reconstituted with any 
physiologically appropriate fluid. When reconstituted, such compositions include a resuscitation fluid and a 
delivery system to introduce compositions of biological or medical interest into the body. 
The specific compositions of this invention can be administered either parenteraliy, transdermal^, orally, 
5 absorbed through the tissue lining of other body sites, or via inhalation, or combinations thereof, as 
appropriate. 

When the reconstituted composition is intended for intravenous use, isotonicity and pH should be adjusted 
by known procedures to normal body values before administration. A single layer of coacervate matrix and/or 
film encapsulates the composition. If desired, in accordance with a preferred method, the finished product can 

10 be subjected to film encapsulation procedures repeatedly to produce concentric films of any desired 
thickness. Each film can contain no additional physiologically-active component or each can contain a desired 
concentration of any physiologically-active component, same or different. 

While it is preferred that the microparticles of the finished products of this invention be 1 micron or less, 
particularly when administered parenteraliy, there are conditions, such as for oral administration, when 

15 microparticles of this invention are 2 microns or more in size. 

In accordance with one embodiment of the present invention, any appropriate non-toxic coacervate 
composition containing one or more polymerized surface active agents, particularly polymerized albumin 
and/or polymerized lecithin can be used in the manufacture of the drug delivery compositions of the present 
invention. The coacervate-enveloped compositions of the present invention incorporate non-toxic 

20 endogenous or exogenous surface^active agents, derivatives thereof and/or combinations of surface-active 
agents or derivatives. 

In the preferred formulation, polymerized albumin comprises one component. The lecithin that is used in this 
method may be monomeric or polymerized. One method by which lecithin can be polymerized is as follows: 
Remove one or both of the fatty acids of lecithin by hydrolysis. This step results in a free hydroxyl group on 
25 each lecithin molecule. This in turn produces a lecithin composition that lends itself to polymerization by 
customary techniques. 

To achieve the full advantage of the present invention, when polymerized albumin is used, the polymerized 
albumin should contain from two to six albumin molecules. Longer molecule chains may be used but are not 
preferred. To achieve the full advantage of the present invention, the weight average molecular weight of the 

30 polymerized albumin, when used in this invention should range from about 200,000 to about 300,000, 
preferably from about 200,000 to about 280.000. Compositions of greater or lesser molecular weight may also 
be used. The albumin component can be derived from any acceptable, endogenous, exogenous, or synthetic 
source including genetically engineered sources. The lecithin may be derived from any suitable non-toxic 
source. In the practice of this invention, any acceptable phospholipid can be substituted for lecithin. In such 

35 case the phospholipid may be monomeric or polymerized. To achieve the full advantage of the present 
invention, when polymerized lecithin used in the method and compositions of the present invention, the 
polymerized lecithin should contain three to four linked lecithin molecules and has a weight average molecular 
weight of about 1600 to about 3200, preferably about 2500. Shorter or longer chain phospholipids also may be 
used. 

40 In preparing the red blood cell substitutes (resuscitation fluids), it is preferred that a reducing agent be 
added to the product in the process of manufacture. 

Depending upon the finished product to be produced, the pharmaceutically-active component may be an 
oxygen carrying molecule, an oxygen solvent molecule, hormone (s), water soluble drugs) water insoluble 
drug(s), biologlcal(s), a water sensitive drug(s), a peptide(s), an enzyme(s), and the like, either singly or in 

45 combination. The active component is incorporated in the composition during the manufacturing steps In that 
quantity that will provide the desired clinical amount. Thus, for example, in the case of drugs, this will be the 
dose given in the Physician's Desk Reference plus five to fifteen percent. If desired, greater or lesser amounts 
of any given drug may be used to meet specific medical requirements. In the case of the inclusion of hemoglo 
bin, the preferred quantity is that amount that will produce fourteen percent hemoglobin in the finished 

50 product. Greater or lesser quantities of hemoglobin may also be used depending upon the end use of the 
finished product. If desired, a sterol, such as cholesterol, and/or urea preferably about 0.1o/o to 3<Vo may be 
Included in the composition to formulate red blood cell substitutes. 

Any composition of this invention to be administered orally can be formulated to any dosage, e.g., capsules, 
tablets, syrups, emulsions, suspensions, microemulsions, and the like. 

55 When preparing the intravenous red blood cell substitute of this invention, the basic method is followed. 
Additional steps are used, however, to adjust the pH, viscosity, and isotonicity of the preparation, when 
necessary, to approximate the values of whole human blood. In the method of this invention that prepares 
parenteral products, the pH is adjusted to approximately 7.4. The oral drug compositions of this invention 
require no adjustment of pH, viscosity or isotonicity. pH adjustment, however, is preferred. Manufacture of all 

60 preparations of this invention are preferably made under sterile conditions. 

In accordance with another embodiment of the present invention, a composition comprising a non-toxic 
perhalogenated compound and a non-toxic two-phase coacervate aqueous system is utilized to prepare 
medically-useful products for oral or parenteral introduction into the body. The coacervate-based composition 
can be used to solubilize and stabilize physiologically-active compounds, in order to facilitate delivery of 

65 medically-useful products, such as a resuscitation fluid, an oxygen-carrying contrast medium, or a 
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pharmaceutical, into medical patients. 

The perhaJogenated compounds that are useful In the present invention include organic compounds such 
as hydrocarbons, ethers and/or amines, having essentially ail of the hydrogen atoms of the organic compound 
replaced by a halogen atom, such as fluorine, iodine, chlorine or bromine. Of particular Interest are the 
perfluorinated and perfiuoroiodinated compounds, especially the perftuorohyctocarborte and perftuo- t 
roamines, or hydrocarbons and amines having essentially all of the hydrogen atoms replaced by fluorine 
atoms. 

To prepare the red blood cell substitute, the following method is used: to 100 mis of a 30% solution of 
monomelic lecithin, add 10 gms of stroma-free hemoglobin and. if desired, also add Q.lAto cholesterol, ft 
cholesterol is used first it should be dissolved Into the surfactant, e.g., lecithin, such as wfth the aid of a w 
solvent, e.g., n-butyl alcohoL The quantity of the hemoglobin component can vary from 1% w/v to 20% w/v. tf 
desired, modified hemoglobin may be substituted In the same quantities for stroma-free hemoglobin. In 
addition, hemoglobin encapsulated within liposomes may be substituted for the preferred stroma-free 
hemoglobin. It is preferred that a reducing agerrt and/or an antioxidant such as reduced nicotinamide adenine 
dinucleotlde phosphate (NADPH), or reduced nicotinamide adenine dfnucleotfde phosphate (NADH), or 15 
glutathione, or dextrose, or ascorbic acid or other known non-toxic antioxidants be added as the next step. 
Appropriate combinations of reducing agents also may be used, If desired, If added, such compounds are 
added In such quantity as will prevent the oxidation of the hemoglobin component; geninfly trace Amounts up 
to about 3 molar percent based upon the molar amount of hemoglobin. To achieve the full advantage of the 
present Invention, the reducing agent should be Included in an amount of from trace amounts to © mllllmoles 20 
per mole of hemoglobin. Acceptable compositions may be prepared without the use of reducing agents. 

Following this step add 20 gms of either monomertc or polymerized albumin. The polymerized form la 
preferred. The resulting composition then Is processed by means of a colloid mill and/or a microfluldlzer for 
about 10 minutes. During this processing step add a polymerization Initiator, e.g., a solution of 
1-ethyl^imethyl-amirtopropyl-caTbodHmlde of about 10% added during colloid milling and/or microfluldbrfng, 25 
for in-sftu polymerization of the albumin during processing of the composition. The quantity of polymerization 
initiator may range from about 0.1 Vo to about 20<Vb based on the total weight of the composition. Following this 
processing step the product is stored from about 4 to about 12 hours at a temperature that may range from 
about 4° C to about 10° C. The Internal phase (particles) are separated from the aqueous system by known 
filtering or separation means and washed with sterile saline solution. The particles than are dispersed In 30 
physiological saline solution. 

The pH of the preparation is adjusted, If necessary, to approximate that of whole human blood. Addition of 
HCI or NaOH may be used for this purpose. Isotontelty of the product Is adjusted, If necessary, to approximate 
that of whole human blood. This may be accomplished by the addition of appropriate amounts of any of the 
following: electrolytes present in human plasma, normal physiological saline solution, Ringer's solution, or any 36 
other suitable composition. 

Next, adjust the viscosity of the product so that It approximates the viscosity of whole human blood, for 
example, by the addition of water to decrease the viscosity, or by adding any non-toxic, physiologically-accept- 
able hydrophillic colloid, such as albumin or pectin, to increase the viscosity. On completion of this step the 
product comprises a microemulslon that consists of microencapsulated particles containing the hemoglobin 40 
component. It should be emphasized that this method encapsulates hemoglobin more efficiently than that of 
the inventor's previously disclosed encapsulating techniques. 

At this stage of manufacture the product may be used as a red blood cell substitute (resuscitation fluid) 
provided that It is first filtered to remove all extraneous matter and all particles that exceed 1 micron In size in 
any dimension. ^ 

It is preferred, however, that the filtered product be processed further using either a chemical process 
based on a crosslinking agent, such as gluteraldehyde, or a physical processing step such as heat. The 
heating step is preferred and consists of heating the preparation for about 2 minutes at a temperature that may 
range from about 50° C to about 70° C. The duration of the heating step may be more than 2 minutes or less 
than 2 minutes depending upon the desired degee of particle(s) surface film structuring. While temperatures &o 
less than 50 degrees Centigrade are feasible for this purpose, they are not preferred. A combination of 
crosslinking and heating for film hardening also can be used. 

Depending upon the time and temperature used in the the heating step, the encapsulating surface fttm 
produced by this step will range from gel-like to rigid in character. Following this step the resulting 
composition is filtered to remove all extraneous matter and any microencapsulated particles that exceed 1 55 
micron in size in any dimension. The finished product of this Invention can consist of particles with a single 
degree of surface film hardness or, alternatively, can consist of particles of mixed surface film hardnesses. The 
desired quantity of said particles can be added to any appropriate physiological fluid. As such It will then 
comprise a product suitable for intravenous administration as a red blood cell substitute (resuscitation fluid). If 
desired, the microencapsulated particles may be used in much the same manner as packed red blood oeHs. If 60 
desired, the product may be lyophillzed or otherwise dried using conventional techniques. Tne dried 
composition may be reconstituted as needed using an "appropriate physiological fluid either as a blood 
substitute or as a perfusion fluid. 

This invention provides for several alternative methods of preparing an Intravenous red blood cell substitute. 
One alternative consists of the following steps : prepare polymerized albumin by adding 1 ethyW-cfimethyl-aml- $8 
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nopropyl-carbodiimide (EDC) to a 10% solution of monomelic albumin in an amount sufficient to produce a 
concentration of 5.0% w/v EDC in the product. Process in a colloid mill and/or a microfluidizer for about 10 
minutes. Next, store the product at about 4° C for about 10 hours. Next, mix a 10% w/v solution of 
pyridoxliated polymerized hemoglobin in an amount sufficient to achieve a hemoglobin concentration of about 

5 10% by weight of the surfactant-water composition and, if desired, add about 2 millimoles of NADPH into the 
product and process in a colloid mill and/or a microfluidizer for about 10 minutes; following this step, mix a 
solution of polymerized lecithin into the solution in an amount sufficient to provide a polymerized lecithin 
concentration of about 8% by weight of the solution and process again In a colloid mill and/or a microfluidizer 
for about 10 minutes. Next, adjust the pH of the product to that of whole blood using HCI or NaOH as 

10 necessary. Following this step, adjust the isotonicity using plasma electrolytes in such concentration as will 
give the product the isotonicity of whole human blood. Adjust the viscosity as the next step so that the 
viscosity approximates that of whole blood. At this stage of manufacture the product may be used as a red 
blood cell substitute (resuscitation fluid) provided that it is first filtered to remove all extraneous matter and all 
particles that exceed 1 micron in size in any dimension. It is preferred, however, that the filtered product be 

15 processed further using either a chemical process based on a non-toxic crosslinkfng agent, such as 
gluteraldehyde, or a physical processing step, such as heat. The heating step is preferred and consists of 
heating the preparation for about 2 minutes at a temperature that may range from about 50° C to about 70° C 
producing afilm that can range from gel-like to rigid In character. Following this step, the resulting composition 
is filtered to remove all extraneous matter and any microencapsulated particles that exceed 1 micron in size in 

20 any dimension. The finished product of this invention can consist of particles with a minimal degree of surface 
film hardness or, alternatively, it can consist of particles of mixed surface film hardnesses. The desired quantity 
of said particles can be added to any appropriate physiological fluid. As such It will then comprise a product 
suitable for intravenous administration as a red blood cell substitute (resuscitation fluid). If desired, the 
microencapsulated particles may be used in much the same manner as packed red blood cells. If desired, the 

25 product may be lyophilized or otherwise dried and reconstituted with any appropriate physiological fluid. 

In accordance with another important embodiment of the present invention, the coacervate-based, 
hemoglobin-containing compositions of the present invention can be used as a perfusion fluid for preventing 
degeneration of an organ or tissue used for transplantation or replacement of the organ or tissue for a 
mammal. When used as a perfusion fluid, the hemoglo bin-containing active compound, e.g., hemoglobin, 

30 stroma-free hemoglobin, pyridoxliated polymerized hemoglobin and/or modified hemoglobin, should be 
present in the coacervate composition in an amount of 0.5% to 30% by weight of the coacervate composition, 
preferably 1% to 20% by weight of the coacervate composition. The coacervate-based perfusion fluids of the 
present invention are useful with or without a hemoglobin component and can be used in ambient air or may be 
oxygenated for additional oxygen transfer to the tissue or organs. The coacervate-based perfusion fluid is 

35 capable of maintaining tissue and organs viable for up to at least 15 days and sometimes up to 30 days 

whereas prior art perfusion fluids generally are capable of sustaining tissue viability for only about 8 to 10 ■ 
hours. 

Another alternative coacervate-based intravenous red blood ceil substitute using the methods of this 
Invention comprise the following steps: 

40 Mix 1 0% w/v of stroma-free hemoglobin into a solution of polymerized lecithin of about 20% concentration. 
Process the product In a colloid mill and/or a microfluidizer for about 2 minutes. Mix ascorbic acid of at least 
0.1 gm per 100 ml of solution and an amount equal to 10% w/v (100 units/cc. in the finished product) of 
polymerized albumin into the product and process the resulting product in a colloid mill and/or a microfluidizer 
for about 5 minutes. Next, store the product for about 10 hours at 4° C. Adjust the pH of the preparation after 

45 the period of storage to about 7.4 using HCI or NaOH as necessary. Following this step, add electrolytes 
present in human plasma in such amount as will give the product the isotonicity of whole human blood. Next, 
adjust the viscosity of the product so that it approximates the viscosity of whole human blood. On completion 
of this step, the product comprises a microemulsion that consists of microencapsulated particles containing 
the hemoglobin component At this stage of manufacture the product may be used as a red blood ceil 

50 substitute (resuscitation fluid) provided that it is first filtered to remove all extraneous matter and all particles 
that exceed 1 micron in size in any dimension. It is preferred, however, that the filtered product be heated for 
about 2 minutes at about 70° C. The product then is filtered to remove all extraneous matter and all 
microencapsulated particles which exceed 1 micron In any single dimension. After this step, the product may 
be used as an intravenous blood substitute or stored preferably at 4° C until needed. 

55 In accordance with another important embodiment of the present invention, the coacervate-based, 
hemoglobin-containing compositions of the present invention can be used as a perfusion fluid for preventing 
degeneration of an organ or tissue used for transplantation or replacement of the organ or tissue for a 
mammal. When used as a perfusion fluid, the hemoglobin-containing active compound, e.g., hemoglobin, 
stroma-free hemoglobin, pyridoxitated polymerized hemoglobin and/or modified hemoglobin, should be 

60 present in the coacervate composition in an amount of 0.5% to 30% by weight of the coacervate composition, 
preferably Wo to 20% by weight of the coacervate composition. The coacervate-based perfusion fluid is 
capable of maintaining tissue and organs viable for up to at least 15 days and sometimes up to 30 days 
whereas prior art perfusion fluids generally are capable of sustaining tissue viability for only about 8 to 10 
hours. 

65 While the processes described above use hemoglobin as the active component and yield intravenous red 
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blood cell substitutes, this invention, as noted previously, enables the use of any medicafly useful composition 
as the active component to prepare compositions that can be administered via parenteral, oral, transdermal, 
transmucosal and Inhalation routes. 

Also, white the size of th particles of the injectable or parenteral red blood cefl substitute should be 1 
micron or less in size in any diameter, there are other embodiments of this invention In which the particle size € 
comprising the composition can be more than 1 micron and further, In specific instances of this Invention 
desirable compositions wHI be comprised of a combination (s) of particles wfth differing sizes; i.e., a given 
percentage of the particles will be 1 micron or iess ki size and the remaining percentage of partictes v^fl be 2 
microns or more. Percentages and particle sizes wiH vary depending upon the specific formulation and Jhe 
specific drug or combination of drugs used in the formulation. ' to 

In the preferred embodiment of an orally administered composition of this invention, the foftowlng process is 
used. 

More specifically, warm a mixture of 7.5 gms of monogryceride and 7.5 gms of digtyceride at from 65-70° C 
until a clear solution of the mixture is produced. 

Unequal proportions of these gtyce rides may be used, but are not preferred. Equal or unequal proportions i$ 
of mono-, di- and triglycerides also may be used. However, this mixture Is also not preferred. When the 
wanning step is completed the pharmaceutical component is mixed into the solution. The product of this step 
is subjected to a spray drying step while the product is gradually cooled. The product resulting from this step 
will be a powder comprising particles containing the pharmaceutical component. 

The next step is designed to coat the particles wfth a coacervate film. The procedure'le as follows. Make a So 
suspension of the powder referred to above in 100 mis of water containing 10 gms of poly merteed albumin end 
10 gms of monomelic lecithin. Stir the composition for about two minutes. Add an appropriate alcohol 
dropwise, n-butyl alcohol Is preferred, until a coacervate forms and coats the particles with a coacervate fflm, 
stirring during the addition of alcohol and afterward to Insure that coacervate ancapsuiatfon of the particles 
continues for from 1/2 to 3 hours. The product then is stored for from 12 to 24 hours at about 4° C. The S5 
composition can be further microfluidized after encapsulation to further reduce the particle size, regardless of 
the number of films applied over the particles. 

Following the storage step, the particles are separated from Its liquid vehicle by filtration or other known 
appropriate methods and dried using any of the conventional drying techniques. This method yields a finished 
oral medically useful product comprised of a coacervate encapsulated pharmaceutlcafly-actfve component. so 

If desired, the product referred to above can be processed further to produce a sustained release 
composition. This may be accomplished by any of several methods including application of heat, use of a 
cross-linking agent, such as gluteraJdehyde, or covering the encapsulated product with one or more additional 
layers of coacervate film. The additional layer(s) of coacervate fflm is preferred. The additional layers can 
contain the same or different physiologically-active compound in a concentration of about O.Wo to about 5Wo 36- 
based on the weight of the film, or may contain no additional physiologicaJfy-actlve component. 

The procedure is as follows. Make a suspension of the powder referred to above In 100 mis of water 
containing 10 gms of polymerized albumin and 10 gms of monomeric lecithin. Stir the composition for about 2 
minutes. Add n-butyl alcohol dropwise until a coacervate forms and coats the particles wfth a coacervate fflm, 
stirring during the addition of alcohol and afterward to Insure that coacervate-encapsulation of the particles 40 
continues for from 1/2 to 3 hours. The product is then stored for from 12 to 24 hours at about 4° C. 

Following the storage step, the particles are separated from their liquid vehicle by filtration, sieve or other 
known appropriate methods and washed and dried following any of the conventional drying techniques. 
Repeating this procedure will add an additional coacervate layer (film) containing no additional 
physiologicaliy-active compound to the composition. The additional layers (films) can Include one or more 45 
pharmaceuticaily-active component together with the coacervate-based encapsulating film if added to the 
coacervate composition, or may contain no additional physiologicaliy-active component, as desired. This 
process may be repeated as often as require^ to produce one or more additional layers (Aims) wtth 
corresponding sustained release effects and/or containing any combination of active components. The 
particular active ingredient(s) and quantities of the active ingredient(s) within each layer can be varied to meet BO 
dosage requirements. 

if desired, the structure of the surface of any of the layers referred to above oan be hardened by applying 
heat to the product at a temperature and duration that will not adversely effect the activity of the pharmaceutic 
component. Any non toxic denaturing or polymerizing agent can be used in place of heat. If the heating step is 
incorporated in the described method, the release of the active component wHI be extended over a greater 55 
time period. It should be noted that in preparing the sustained release products of this Invention, any single 
procedure or combination of procedures may be used provided that such procedure does not compromise 
the activity of the pharmaceutical component. 

The particle size of the oral form of the composition of this invention can be any size suitable for the optimal 
delivery of the incorporated pharmaceutical component(s). The herein described oral formulation can be used 60 
in any of the known dosage forms such as tablets, capsules, syrups, capiets, powders, and the Uke. 

An alternative formulation for an orally administered medical composition: uses the foiiawina method, to this 
method, any non polar volatile, organic solvent may be used. In tWa instance carbon tetrsANorioB is the 
solvent. However, it must be emphasized that in the use of such aoteenta, m tracts of this cx&rponert must be 
removed in one of the manufacturing steps before proceeding to produce the flrfehed product. The process le & 
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as follows: mix 10 gms of lecithin in 10cc of carbon tetrachloride; this will result in a clear solution. Add the 
pharmaceutical component into the solution (e.g., 5 gms of erythromycin) and mix thoroughly. Using any 
appropriate method, i.e., spray drying, distillation or the like, process the product to remove the carbon 
tetrachloride. Spray drying is preferred. This process will yield powder-iike particles comprised of lecithin and 

5 the pharmaceutical component encased in the lecithin matrix. 

The next step is designed to coat the particles with a coacervate film. The procedure is as follows. Make a 
suspension of the powder referred to above In 1 00 mis of water containing 10 gms of polymerized albumin and 
10 gms of monomeric lecithin. Stir the composition for about two minutes. Add an appropriate alcohol 
dropwise, n-butyl alcohol is preferred until a coacervate forms and coats the particles with a coacervate film, 

10 stirring during the addition of alcohol and afterward to insure that coacervate encapsulation of the particles 
continues for from 1/2 to 3 hours. If desired, the same or a different pharmacologically-active component can 
be added to the albumin-lecithin solution for incorporation into each additional film layer. The product then is 
stored for from 12 to 24 hours at about 4° C. 
Following the storage step, the particles are separated from its liquid vehicle by filtration or other 

15 appropriate means and dried using any conventional method. This yields a finished orai product of the 
pharmaceuticaily-active component coated with a coacervate-based film. The product can be used to prepare 
capsules or reconstituted with an appropriate liquid(s), e.g., syrup, to produce a product with the desired 
clinical dose. 

If desired, the product referred to above can be processed further to produce a sustained release 

20 composition. This may be accomplished by any of several methods including application of heat, use of a 
cross-linking agent such as gluteraldehyde, or covering the encapsulated product with one or more additional 
layers of coacervate film. The additional layer of film is preferred, and any of the additional layers can be 
hardened for sustained release. It is preferred that the final layer not be hardened for prompt release of any 
active component contained therein. 

25 The procedure is as follows. Make a suspension of the powder referred to above in 100 mis of water 
containing 10 gms of polymerized albumin and 10 gms of monomeric lecithin with or without 0.5% to 50% w/v 
of any physiologically-active compound. Stir the composition for about 2 minutes. Add n-butyl alcohol 
dropwise until a coacervate forms and coats the particles with a coacervate film, stirring during the addition of 
alcohol and afterward to insure that coacervate-encapsulation of the particles continues for from 1/2 to 3 

30 hours. The product Is then stored for from 12 to 24 hours at about 4° C. Longer contact of the particles with the 
coacervate, while stirring, provides thicker films for control of film thickness and control of the amount of the 
active compound, if any, contained therein. 

Following the storage step, the particles are separated from the liquid vehicle by filtration, sieve or other 
known appropriate methods and dried using any of the conventional drying techniques. This procedure will 

35 add a coacervate layer (film) to the composition; said layer (film) comprising the pharmaceutically-active 
component, if any, and the coacervate-based encapsulating film. This process may be repeated as often as 
required to produce one or more additional layers (films) with corresponding sustained release effects. The 
quantities of the active ingredient(s) within each layer can be varied to meet dosage requirements. 
If desired, the structure of the surface of any of the layers referred to above can be hardened by applying 

40 heat to the product at a temperature and duration that will not adversely effect the activity of the pharmaceutic 
component. Any non toxic denaturing or polymerizing agent can be used in place of heat. If the heating step is 
incorporated in the described method, the release of the active component will be extended over a greater 
time period. It should be noted that in preparing the sustained release products of this invention, any single 
procedure or combination of procedures may be used provided that such procedure does not compromise 

45 the activity of the pharmaceutical component. 

The particle size of the oral form of this alternative can be any size suitable for the optimal delivery of the 
incorporated pharmaceutical component(s). The herein described oral formulation can be used in any of the 
known dosage forms such as tablets, capsules, syrups, caplets, powders, and the like. 
It is preferred that both the matrix containing the physiologically-active component(s) and the film that 

50 encapsulates it be coacervate derived or based. However, if desired, the matrix and/or film may be comprised 
of a non-coacervate composition. For example, the film may be comprised of such materials as glycerides, 
carnuba wax or sugar, and the like. If a sugar coating is to encapsulate the matrix, the particles comprised 
principally of matrix containing the active compound are dispersed in thick sugar syrup and the composition is 
mixed rigorously for from 30 seconds to 5 minutes or more depending on the desired film thickness. Following 

55 this step, the particles are separated from the vehicle by filtering if a consistent size particle is desired or 
centrifuged or by any other acceptable conventional process. If a non-coacervate based matrix is desired, the 
following method is used (See method for inhalation composition.) The film in such case will be coacervate 
based. 

As noted previously, this invention provides for modifications of the basic formulation. Such modifications 
60 produce medically useful compositions which can be used either transdermal^ or transmucosally. These 
formulations involve processing the preferred oral composition to produce a gel. 

When applied transmucosally, (i.e., intranasally or rectally), the gel composition of this invention adsorbs 
onto the mucous or rectal membranes and is absorbed therein through the mucosal tissue to the blood 
stream. The active component is released from the gel and is absorbed by the membranes, passing into the 
65 blood stream by way of the capillaries. The gel composition can be prepared in forms that provide for 
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immediate release, sustained release or any combination thereof. The quantity of drug Incorporated can be 
varied according to medical requirements. Only those active components which are Intrinsically irritating to the 
nasal or rectal membranes are not desirable for incorporation in the gel. 

Preparation of the gel can be accomplished, as an example, by mixing additional albumin, or pectin or 
combinations thereof Into the oral formulations. Accordingly, hydrocollolds, particularly bloadheatve 
hydrocolloids, such as albumin and pectin, are added after the oral formulation has been completed to 
formulate the gel. 

The gel composition can incorporate non polar drugs. These may be further subclassified as drugs or other 
physiologically-active compound(s) which are heat sensitive and drugs or other physlbloglcally-active 
compound(s) which are heat stable. Thus, erythromycin is an example of a heat stable composition; InsuBh is 
regarded as a heat sensitive composition. In the process of this Invention, heat stable drug preparations Can 
be *flxfld\ I.e., the encapsulating film can be hardened or structured in the manner described. On the other 
hand, heat sensitive drug preparations can be structured by the application of physical techniques euch as 
radiation or physlcochemical means, such as n-butyl alcohol which form a coacervate and then an 
encapsulating film of the composition. 

The process to prepare the gel is based on any of the oral preparations described above, It is preferred 
however, to use the above-described example method Incorporating the mono and dl gfyceride components. 
More specifically, warm a mixture of 7.5 gms of monoglycSride and 7.5 gms of dlgtyceflde until a dear solution 
of the mixture is produced. 

Unequal proportions of these glyceridea may be used, but are not preferred. Equal or unequal proportions 
of mono-, di- and triglycerides also may be used. However, this mixture Is also not preferred. When the 
warming step is completed the pharmaceutical component is mixed Into the solution. The solution thert is 
subjected to a spray drying step while the product is gradually cooled. The product resulting ftom this step wttl 
be a powder comprising particles containing the pharmaceutical oomponent. 

The next step is designed to coat the particles with a coacervate film. The procedure is as follows. Make a 
suspension of the powder referred to above In 100 mis of water containing 10 gms of polymerized albumin and 
10 gms of monomelic lecithin. Stir the composttloh for about two minutes. Add an appropriate alcohol 
dropwise, n-butyl alcohol is preferred, until a coacervate forms and coats the particles with a coacervate flm, 
stirring during the addition of alcohol and afterward to Insure that coaoervate encapsulation of the particles 
continues for from 1/2 to 3 hours. The product Is then stored for from 12 to 24 hours at about 4° C. 

Following this step, the composition Is processed through centrtfugatlon, sieving or other appropriate 
separatory techniques to separate the coacervate drug: particles from Its vehicle and to retain particles having 
a gel-like surface. Following this step, a bloadheslve hydrocolloid, such as albumin or pectin or any appropriate 
combination thereof, is mixed Into the composition. The quantity of albumin that may be uaed ranges from 
about 2% w/v to about 20% w/v; the range of pectin that may be used also ranges from about 2% w/v to 
about 200* w/v. 10% w/v of pectin is preferred. The pH of the preparation Is adjusted to about 7.4 by the 
addition of HCI or NaOH, as required. 

In the case of heat unstable drugs, and the like, the process described above is modified. Following the 
coating step the composition is stored at room temperature for about 24 to 72 hours. After this period, the 
composition may be used or the composition may be heated at from 40 to 50° C until the particles assume a 
soft geHike character. It Is preferred that following the coating steps the preparation can be processed by the 
dropwise addition of a suitable protein denaturing agent, such as ethyl alcohol, n-butyl alcohol, Isopropyl 
alcohol, and the like, until the structure of the Interfaces of the particles range from soft gel-like to seml-edlld 
N-butyl alcohol is preferred. 

If desired, a sustained release effect for this composition is achieved by subjecting portions of the product 
to heat, a cross-linking agent or radiation or combinations thereof. Heat is preferred. The following procedure 
is provided as an example. 200/o of the composition Is not heat treated. 20% Is heated at 70° C for 40 seconds- 
20% is heated at 65° C for 60 seconds and the remaining 20% is heated at 60° C for 90 seoohds. The point to 
be made is that the exact combination of heat and time depends upon the specific drug being used and the 
desired schedule of drug release. 

Mlcroparticles comprising the transmucosal products can range from less than 1 micron to 6 microns or 
more In size. Particles less than 1 micron In size are preferred. The quantity of drug of dthef afetfve agent to be 
Incorporated into the composition is determined by medical considerations and cah range from 1/2 of the 
convention oral or intravenous dose to four times the conventional dose. 

After the composition is produced, e.g., normal or sustained release or combinations of normal and 
sustained release, the composition is placed in any dosage form suitable for nasal or rectal administration 

The process used to produce the transmucosal gel Is used to produce the transdermal gel except that the 
adjustment of the pH is not required. In this embodiment, the drug or combination of drugs is sequestered or 
otherwise incorporated in a coacervate-based composition comprised of microencapsulated parHofes which 
range from semi-liquid to gel-like in structure. The composrtion(s) may be applied directly to the skin In such 
forms as ointments or gels and Incorporated in a cellulose based patch or a suitable container. In th& preferred 
mode, the composition is placed in a container and used In conjunction with an appropriate sbnlfler. 6y this 
technology an unexpected degree of drug absorption by the skin is achieved. Moreover, the tranedermal gel 
and sonifier permits any scheduled administration or emergency administration as required 
While transdermal methods of drug administration are known, the literature does not reveal a technique In 
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which a coacervate-based microencapsulated composition is used in conjunction with a sonifier. In this 
embodiment of the invention, use of a sonifier produces a local cavitational effect in the skin and in underlying 
tissue fluids, the net effect of which is to make the skin more permeable to the drug(s) being administered and 
to make the drug more available to the underlying tissues, including the capillaries and microcirculation. The 
5 cavitational effect is induced when sonification is applied and is ended when sonlfication is terminated. The 
application of the sonifier permits intermittent increases in skin permeability to administered drugs as 
required. 

In the preferred practice of this invention, the finished product, e.g., the coacervate-based gel containing 
the medication required for either single or multiple doses, is placed in a suitable, leak proof container 

10 approximately the size of a wrist watch. The bottom of the container should be made of a semi-porous or 
micro porous support layer, e.g., a cellulose layer. The sides and top of the container should be made of plastic 
or other suitable non toxic material. The top of the container should have an opening large enough to contain 
the head of a hand held sonifier such as NOVOPHON (manufacturer: Elredge Resources). Any suitable 
sonifier presently used for physical therapy can be used in accordance with this embodiment of the present 

15 invention. The container should be constructed such that a thin layer of either aluminum foil or plastic or other 
composition suitable to transmit the sonifier effects to the medication and the skin is placed between the 
medication and the sonifier head. The medication is administered transdermal^, as required by placing the 
head of the sonifier in the container and activating the sonifier for the time necessary to administer the 
prescribed dose of medication. 

20 Presently available transdermal patches are characterized by a continuous straight line release of the drug. 
This has been shown to be problematic with drugs such as nitroglycerin. In addition, such release is 
inconsistent with the body's normal release of hormones, enzymes and the like. Thus, by way of illustration, the 
body normally secretes very small quantities of insulin throughout the day. Upon ingestion of food, however, a 
surge of insulin is released. This invention permits a virtual duplication of such release phenomena not only for 

25 endogenous compositions but for medically useful exogenous compounds as well, in addition, this invention 
enables transdermal administration of medication according to any medically prescribed schedule. 

This invention differs importantly from Zeffarone (U.S. patent No. 4,557,723) in that in his techniques a rate 
controlling membrane is used and is limited to drugs which show natural diffusive flux. No such features and 
limitations are present in this embodiment of the present invention. Ariura (U.S. patent No. 4,474,570) uses 

30 iontophoresis as the driving force. However, the Ariura device produces an unacceptable degree of heat in its 
operation. The present invention does not generate unacceptable heat; its driving force not only differs but its 
effect upon the skin differs from that of iontophoresis. The U.S. patent of Sibalis (4,557,723) describes an 
electrophoretic technology but also identifies the problems with known transdermal delivery devices. The 
Sibalis technology is fundamentally unrelated to the transdermal-sonifier embodiment of the present invention. 

35 Sibalis relies upon battery supplied electrical current which battery must be changed according to different 

flow requirements. Sibalis simply refers to a medicament. In the Ecanow patent, medications are encapsulated ? 
in coacervate-based films. The herein described use of localized sound waves as opposed to electrical current 
is an unobvious modification in that in the herein disclosed use, sound waves produce an effect on the skin 
and tissue fluids of the site that renders the site more permeable to drugs within the coacervate compositions. 

40 Sibalis and others who have described transdermal inventions do not disclose such properties. 

Embodiments of the disclosed transdermal composition may be comprised of a matrix of hydrated 
hydrophilic colloids of which coacervate compositions comprise one class of such colloids. Gels constitute 
another class. Other compositions that could be used to provide the substrate for the medicament in this 
Invention include any gelled silicon media, petrolatum and the like. In this invention, a gel based upon any 

45 acceptable coacervate formulation is preferred. Any of the described formulations which eventuate as oral or 
parenteral products of this disclosure can constitute the basis for preparing the transdermal product. 
Medications that can be incorporated in the gel for transdermal administration include enzymes, biologicals, 
drugs and other useful medicaments. In short, any medically useful molecule capable of penetrating the skin 
may be used in this invention. Use of the sonifier in conjunction with this composition acts in an unexpected 

50 manner to increase the rate of transdermal passage. 

The method to produce a coacervate-based inhalant composition, as another embodiment of the present 
invention for administration of any suitable medication is as follows: 
A method to prepare an inhalant medication is as follows: 

Heat a mixture of about 7.5 gms of monoglyceride and about 7.5 gms of diglyceride at a temperature of from 
55 70 to 75° C until a clear solution of the mixture is produced. Mix the desired amount of the pharmaceutical 
component into the solution. Next, process the product by means of a spray drying step to produce a powder 
form of the product. Next, make a suspension of the powder in 100 mis of water containing 10 gms of 
polymerized albumin and 10 gms of monomeric lecithin. Stir the composition for about two minutes. Add an 
appropriate alcohol dropwise, n-butyl alcohol is preferred. During the addition of alcohol the product should be 
60 stirred gently until a coacervate forms and coats the particles with a coacervate film, to insure that coacervate 
encapsulation of the particles continues for from 1/2 to 3 hours. After this step, adjust the pH to about 7.4 and 
if desired, and store for from 12 to 24 hours at about 4° C. 

Following the storage step, the particles are separated from the liquid vehicle by filtration or other 
appropriate means. The particles are process ed using a colloid mill and/or a microfluidizer and sieving or 
65 other filtering procedures to produce particles which are 1 micron or less in size. After this step, the quantity of 
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particles necessary to produce the. required dose is mixed Into any appropriate fluid, such as the liquid vehicle 
separated from the parficles. The product comprises an iphalant medicatjpn and is administered by nebulizer 
or other mist spraying apparatus. 

The examples which follow are representative embodiments. They dq not cqnstltute the entire rwiflfi qf 
medications that oan be usec( in this invention. $ 

EXAMPLE 1 

To 100 mis of a 1 Wq w/v solution of polymerized albumin add 10 gms qf stroma-free hemgglobjn ffpm any 
appropriate source. Next, add about 2 miljimQles qf glutathione and 8 gms of monomeric. locfthin to the 
composition. Using a colloid mill ancj/qr a microfluidfeer, process the product for approximately 2 minutes, m 
During this processing step add 1Q* of 1 ethyl-3 dimethyl amlnoprppyl caibodiirnl^ (gQCl- Following fl1l§ 
processing step store the composition for 1? hpure at 4° C. The pH of the composition then is adjured 
through the use qf HCI pr NaOH to approxlrr^te the, pH of normal whole blgipd. This adjustment Is mad* prior tQ 
the step pf polloid mill and/or a mfprofluidizer processing and after the per|od of storage ^tonicity also, i§ 
adjusted by adding plasma electrolytes In suph concentration as will aj^roxjrnate $e l§otpnicity qf wfjoie ff 
human blood, "mis step Is taken following the period of storage. Adjustment of vjscpsJty to ararqxJrrjate, that # 
whole human blood is made, after the period of stowge. At this point, the product may fee yagd as a red &(god 
cell substitute, provided that it is filtered to eliminate all extraneous matter end all part(p|$8 larger than 1 mlgron 
in size. It is preferred that the product N prftpeeeed fyrth^r using a heating atop dfNfjf}fWd tq harden ttfc 
coaceryate-bewd film that envelopes the part|c|a(a) containing the hemoglobin comogf^nt In the hefting & 
step, the composition js heated for % minutes, at 70" p. Following this step the epmpgaltten to tittered tp 
eliminate all extraneous matter and all particle*, larger than 1 micron In s|?e. pe/ttelea Qf 1 mteron or leas than 
can be put into an appropriate, physiological fluid! and transfused or stpred at 4° C and resonatftyted W a red 
blood call substitute (resuscitation fluid) ualng an appropriate phystajpqteaj fluid. 

EXAMPLE? . 25 

The procedure of Example 1 is followed except that polymerized lecithin is used in place, qf monemeriP 
lecithin. 

EXAMPLE 3 x 

The procedure of Examine 2 is followed except that monomelic albumin is used in place, of polymerized 
albumin. 

EXAMPLE 4 

The procedure of Example 1 is followed put, In addition, the encapsulatad microparticles are subjected to a 35 
lyophilizjng process to produce a powder form of the composition that can be mixed Into an appropriate 
physiologic fluid as needed to produce a red blood cell substitute. 

EXAMPLE 5 

The procedure of Example 1 is followed except that 1fjo/ 0 w/v of modified hemoglobin is used in place of 40 
stroma-free hemoglobin and about 0.10/0 urea is added. 

EXAMPLE 6 

The procedure of Example 1 is followed except that the heating step consists of heating th* composition at 
60° C for 1 minute. ^ 

EXAMPLE 7 

The procedure of Example 1 is followed except that stroma-free hemoglobin encapsulated in liposomes 
comprises the hemoglobin component. 

EXAMPLE 8 *° 

Heat a mixture pf about 7.5 gms of monqglycerize and about 7.5 gms pf diglycerjde at a temperature of from 
70 to 75° C until a plea/ solution of the mixture is produced. Mix 15 gms of erythromycin ifttq the fllyeerida 
solution thoroughly. The objective of the next step is to convert the composition to a powder fqrm. ThJa may be 
accomplished by any conventional form such as spray drying. In this instance the warm product comprised of $5 
the glyceride components and the erythromycin Is gradually cooled to give a powder, the Rartlcie size of the 
product following the spray drying wjll range from about ? microns to S0Q microns. The finished product may 
consist of a single size or combination of sizes. 4 

The next step is designed to coat the particles wfth a cqacervate film. The procedure Is as follows. Mate a 
suspension of the powder referred to above in 1 00 mis of water containing 1 Q gms of polymerized albwmJn §nd 
10 gms of monomelic lecithin. Stir the composition for about two minutes. Add an appfpprfeta ftlesbol 
dropwise, n-butyl ajeohol is preferred, until a coacervate forms and ooata the particles with a ppacflrvate ftjrn, 
stirring during the addition of alcohol and afterward to insure that coacervate encapsulation qf the RBrtjplea 
continues for frpm 1/2 to 3 hours. The product is then stored for fn*m 1? tp 24 hours at ibQlftV S- 
Following the storage step, the particles are separated from th* yqgjd veW§ by filtration pr other 
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appropriate means and dried using any conventional method. This yields a finished oral product of a 
coacervate coated pharrnaceutically-active compon ent, coated with the coacervate-based film. The product 
can be used to prepare capsules or reconstituted with an appropriate liquid(s), e.g., syrup, to produce a 
product with the desired clinical dose. 

5 

EXAMPLE 9 

The procedure of Example 8 is followed, but in addition, the encapsulated microparticles are subjected to a 
lyophilizing process before prepared as capsules, tablets, or liquid preparations. 

10 EXAMPLE 10 

The process of Example 9 is followed except the product is divided into four portions. Portion 1 is heated at 
50° C for 2 minutes; portion 2 is heated at 60° C for 2 minutes; portion 3 is heated at 65° C for 2 minutes; 
portion 4 is heated at 70° C for 1-1/2 minutes. After the heating step, the products are combined thereby 
forming a sustained release composition. 

15 

EXAMPLE 11 

The process of Example 9 is followed except that the finished, product of Example 9 is processed further by 
adding an additional coacervate (film) coat to the product as per the process of Example 9. The resulting 
composition comprises a sustained release composition with two release rates. 

20 

EXAMPLE 12 

The process of Example 11 is followed except that 20% of the finished product is processed to receive an 
additional coacervate (film) coat, two additional coats (films) are applied to 30% of the product, and 50% of 
the product comprises the original finished product of Example 1 1. The products are mixed together thereby 
25 comprising a composition with sustained release characteristics, i.e., three release rates. 

EXAMPLE 13 

The procedure of Example 8 is followed except that regular Insulin is used in place of erythromycin and in a 
quantity that will yield a finished oral composition containing 40 units of insulin per dose. 

30 

EXAMPLE 14 

The procedure of Example 13 is followed except that regular insulin incorporated in liposomes is used in as 
the active component. 

35 EXAMPLE 15 

The procedure of Example 8 is followed, except that urokinase in an amount that will give unit dose of 50,000 
IU is used in place of erythromycin and the encapsulated microparticles are subjected to a lyophilizing process 
to produce a powder which can be placed in capsules for oral use or used to reconstitute a liquid dosage form 
by using an appropriate liquid. 

40 

EXAMPLE 16 

The procedure of Example 8 is followed except that 15 gms of erythromycin encapsulated in liposomes is 
used.. 

45 EXAMPLE 17 

The procedure of Example 8 is followed except that lidocaine is used in place of erythromycin and in a 
quantity that will yield a finished composition containing 1% lidocaine/5 ml per unit dose. 

EXAMPLE 18 

50 The procedure of Example 8 is followed except that 500 mgs of flourourocil encapsulated in liposomes is 
used as the active component. 

EXAMPLE 19 

The procedure of Example 11 is followed except that following the application of the additional coacervate 
55 coating to the product the composition then is heated at 70° C for 60 seconds. 

EXAMPLE 20 

The procedure of Example 8 is followed except that erythromycin is replaced with urokinase in an amount 
that will yield 50,000 IU of urokinase per unit dose. 

60 

EXAMPLE 21 

The procedure of Example 20 is followed except that the urokinase component is encapsulated in 
liposomes. 

65 
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EXAMPLE 22 

This process consists of the following steps: prepare polymerized albumin by adding 1 $thyl-3-dimethyl- 
aminopropyl-carbodiimlde to a 10% solution of monomeric albumin Ih an amouht sufficient t produce a 
concentration of 6.(K¥b w/v EbC in the product. Process Ih a colloid mill and/or a mlcrofluldlzer tor about 2 
minutes. Next, store the product at about 4° C for about 10 hours. Mix Into the produm a solution of 6 
stroma-free hemoglobin to a concentration of about 1 Wo by weight of the composition and about 2 mllllmolee 
of NADPH into the product arid process In a colloid mill and/or a mlcrofluldlzer for about 6 minutes; following 
this step, mix Into the solution polymerized lecithin in an amount sufficient to provide the solution with a 
concentration of polymerized lecithin of about fWto by weight into the product, and process again in a coUold 
mill and/or a mlcrofiuidlzer for about 3 to 6 minutes. Next, adjust the pH of the product to that of whole btaoti 10 
using HCI or NaOH as necessary. Following this step, adjust the isotonictty using plasma eiectroiytee In such 
concentration as will give the product the iedtonlclty of whole human bldod. Adjust the viscosity as the next 
step so that the viscosity approximates that of whole blood. At this stage of manufacture the product may be 
used as a red blood cell substitute (resusbitation fluid) provided that it te first filtered to remove all extraneous 
matter and all particles that exceed 1 micron In size In any dimension. It id preferred, however, that the filtered. 16 
product be processed further using either a Ghemlcal process based on a non-toxic croaellnkJng agent, such 
as gluteraldehyde, or a physical processing step, such as heat. The heating step la preferred and consists of 
heating the preparation for about 2 minutes at a temperature that may ranfle from about 60° 0 to about 70° C 
producing a film that cah range from gel-like to rigid In character. Following thia step, the resulting composition 
Is filtered to remove ail extraneous matter and any microencapsulated particles that exceed 1 mterdn fn sto In 20 
any dimension. The finished product of this Invention can consist of particles of 1 mtoron Of less Ih size with a 
minimal degree of surface film hardness or, alternatively, it can consist of particles of mixed surface Rim 
hardnesses. The desired quantity of the particles can be added to arty appropriate physiological fluid. As such, 
it will then comprise a product suitable for intravenous administration as a red blood ceH substitute 
(resuscitation fluid). If desired, the microencapsulated particles may be used In much the same manner as ee 
packed red blood cells. If desired, the product may be tyophiitzed or otherwise dried and reconstituted as a 
resuscitation fluid with any appropriate physiological fluid. 

EXAMPLE 23 

The procedure of Example 22 la followed except that polymerized lecithin Is used in place of monomerfc 30 
lecithin. 

EXAMPLE 24 

The procedure of Example 22 is followed excdpt that stroma-free hemoglobin incorporated in liposomes is 
used in place of stroma-free hemoglobin. 35 

EXAMPLE 25 

The procedure of Example 22 is followed but In addition, the encapsulated mlcropartlcies are subjected to a 
tyophilizing process to produce a powder form of the composition that can be mixed into an appropriate 
physiological fluid to produce a red blood cell substitute. 40 

EXAMPLE 26 

The procedure of Example 22 Is followed except that 1fJO/o w/v of modified hemoglobin is used in place of 
stroma-free hemoglobin. 

EXAMPLE 27 

The procedure of Example 22 is followed excapt that the heating step consists of heating the composition at 
50° C for 2 minutes. 

EXAMPLE 28 & 

The procedure of Example 8 is followed, except that erythromycin is replaced with heparin In an amount that 
will give 1000 USP units/ml in the finished product; the composition is subjected to a rypWftzIng; process to 
produce a powder form of the composition which can be prepared as tablets or capsules or reconstituted 
using any appropriate pharmaceutical fluid thereby comprising a useful oral medication. 

EXAMPLE 29 66 

The procedure of Example 1 is followed except that (1) 5 gms of erythromycin replaces the hemoglobin arid 
(2) the steps involving glutathione and the addition of 1-ethyl-3 dimethyl aiTilnopropyi-cartwdiimide are 
omitted. The step to adjust the pH of the composition to approximately 7.4 Is made after the storage period. 
After the heating and filtering steps, the mlcropartlcies are dispersed in any appropriate physiological fluid. The 60 
product then Is ready for parenteral administration or stored, preferably under refrigeration, until needed. 

EXAMPLE 30 

The procedure of Example 29 Is followed except that urokinase is used Ih place of erythromycin In a quantity 
that will yield a finished composition containing 50,000 IU of urokinase per unit dtse. 98 
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EXAMPLE 31 

The procedure of Example 29 is followed except that 500 mgs of flourouracil is substituted for erythromycin 
and the sizes of the microparticles of the finished product range from less than 1 micron to 4 microns. 

5 

EXAMPLE 32 

The procedure of Example 1 is foilowed except that 1Wo w/v of erythropoietin is used in place of 
hemoglobin, and the steps involving the use of glutathione and 1 ethyl-3-dimethyt aminopropyl carbodiimide 
are omitted. The finished product comprises a useful intravenous composition of erythropoietin. The product 
10 can be lyophilized to produce a powder form of the composition and stored under refrigeration or 
reconstituted with an appropriate physiological fluid for intravenous administration. 

EXAMPLE 33 

The procedure of Example 22 is followed except that 1 Wo w/v of modified hemoglobin is used in place of 
15 stroma-free hemoglobin. 

EXAMPLE 34 

The procedure of Example 31 is followed except that the flourouracil is encapsulated in microparticles of 2 
to 4 microns in size. This product is combined with the erythromycin product of Example 29; the mixture 
20 comprising an intravenous composition composed of two active components wfth differing particle sizes, 
eryrhtomycin 1 micron or less; flourouracil 2-4 microns. 

EXAMPLE 35 

The procedure of Example 22 is followed, except that the stroma-free hemoglobin encapsulated in 
25 liposomes is used as the starting hemoglobin component. 

EXAMPLE 36 

The procedure of Example 22 is followed but, in addition, the encapsulated microparticles are subjected to a 
tyophilizing process to produce a powder form of the composition that can be stored at 4° C or reconstituted 
30 with an appropriate physiologic fluid to produce a red blood cell substitute (intravenous). 

EXAMPLE 37 

The procedure of Example 31 is followed except that the erythromycin and flourourocil incorporated In 
liposomes are used as the active components. 

35 

EXAMPLE 38 

The procedure of Example 22 is followed except that 275 mgs of erythromycin is used in place of the 
hemoglobin component and the steps involving the use of NADPH and 1 ethyl-3-dimethyl-aminopropyl 
carbodiimide are omitted. The step in which the pH is adjusted to approximately 7.4. is made after the storage 
40 period. After the heating and filtering steps, the microparticles are dispersed in any appropriate physiological 
fluid. The product is then ready for intravenous administration or it may be stored, preferably at 4° C. 

EXAMPLE 39 

The procedure of Example 38 is followed except that leuprolide in a quantity that will yield leuprolide mg/0.2 
45 ml in the finished product is substituted for erythromycin. 

EXAMPLE 40 

The procedure of Example 39 is followed, except that urokinase in that quantity as will give 50,000 IU activity 
per dose in the finished product is used in place of leuprolide and the product is lyophilized. The product can 
50 be reconstituted with an appropriate physiological fluid for intravenous use. 

EXAMPLE 41 

The procedure of Example 40 is followed except that 60,000 IU of urokinase incorporated in liposomes, is 
used as the active component. 



55 



EXAMPLE 42 



The procedure of Example 40 is foilowed except that 500 mgs of flourouracil replaces urokinase and is 
processed so that the particle size of the particles ranges from 2-4 microns and the product of Example 38 is 
mixed with the product of this Example. This comprises an Example of a combination of two compositions, 
60 each with a different particle size. 

EXAMPLE 43 

Mix to a concentration of 10% w/v stroma-free hemoglobin into a solution of polymerized lecithin of about 
200/q concentration. Process the product in a colloid mill and/or a microfluidizer for about 2-3 minutes. Mix 
65 ascorbic acid of at least 0.1 gm per 100 ml of solution and an amount equal to 100/o w/v (100 units/cc. in the 
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finished product) of polymerized albumin into the product and process the resulting product in a colloid mill 
and/or a microfluidlzer for about 5-7 minutes. Next, store the product for about 1 0 hours at 4° C. Adjust the pH 
of the preparation after the period of storage to about 7.4 using HCI or NaOH as necessary. Following this step, 
add electrolytes present In human plasma in such amount as will give the product the isotoniclty of whole 
human blood. Next, adjust the viscosity of the product so that It approximates the viscosity of whole human 
blood. On completion of this step, the product comprises a microemulslon that consists of microencapsulated 
particles containing the hemoglobin component. At this stage of manufacture the product mpy be used as a 
red blood cell substitute (resuscitation fluid) provided that It is first filtered to remove all extraneous matter and 
all particles that exceed 1 micron in size in any dimension. It is preferred, however, that the filtered product be 
heated for about 2 minutes at about 70° C. The product then is filtered to remove all extraneous matter and all 
microencapsulated particles which exceed 1 micron in any single dimension. After this step, the product may 
be used as an intravenous blood substitute or stored, preferably at 4° C. until needed. 

EXAMPLE 44 

The procedure of Example 43 is followed except that stroma-free hemoglobin incorporated in liposomes is 
used in place of stroma-free hemoglobin. 

EXAMPLE 45 

The procedure of Example 43 is followed but in addition, the encapsulated rrrfcropartlcles are subjected to a 
lyophilizing process to produce a powder form of the composition that can be mixed into an appropriate 
physiological fluid to produce a red blood cell substitute. 

EXAMPLE 46 

The procedure of Example 43 is followed except that 10°/o w/v of modified hemoglobin is used in place of 
stroma-free hemoglobin. 

EXAMPLE 47 

The procedure of Example 43 is followed except that the heating step consists of heating the composition at 
50° C for about 2 minutes. 

EXAMPLE 48 

The procedure of Example 43 is followed except that (1) 275 mgs of erythromycin replaces the hemoglobin 
component. The step in which the pH is adjusted to approximately 7.4. Is made after the storage period. After 
the heating and filtering steps, the resulting microparticles are dispersed in any appropriate physiological fluid. 
The product then is ready for intravenous administration or storage at 4° C. 

EXAMPLE 49 

The procedure of Example 43 is followed, but in addition, the composition is lyophilized to produce a powder 
form of the product which can be reconstituted with any appropriate physiological fluid. 

EXAMPLE 50 

The procedure of Example 48 is followed, except that 500 mgs of flourouracil is used in place of 
erythromycin and the sizes of the microparticles are in the range of 2 to 4 microns. 

EXAMPLE 51 

The procedure of Example 50 is followed except that the flourouracil is encapsulated in liposomes before 
being encapsulated within the coacervate composition. 

EXAMPLE 52 

The procedure of Example 48 is followed except thatleuprolide In a quantity that will yield leuprollde mg/0.2 
ml in the finished product is substituted for erythromycin. 

EXAMPLE 53 

The procedure of Example 8 is followed except that 200 mgs. of ibuprof en is used in place of erythromycin. 
EXAMPLE 54 

The procedure of Example 43 is followed except that 10Vo w/v of erythropoietin Is used In place of 
hemoglobin and the step involving the use of ascorbic acid is omitted. The finishecj product comprises a useful 
Intravenous composition of erythropoietin. 

EXAMPLE 55 

The product of Example 48 is mixed with the product of Example 50 to produce a combination of two 
compositions with differing particle sizes. 
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EXAMPLE 56 

The procedure of Example 48 is followed except that leuprolide is used in place of erythromy cin, and in an 
amount that will give 4 mgs/0.2 ml of leuprolide in the finished product. 

5 EXAMPLE 57 

The procedure of Example 48 is followed except that erythromycin is replaced with urokinase in an amount 
that will give 50,000 IU per dose in the finished product. 

EXAMPLE 58 

10 The procedure of Example 56 is followed, except that the leuprolide component is encapsulated In 
liposomes. 

EXAMPLE 59 

The procedure of Example 8 is followed except that after the addition of n-butyl aicohol and the stirring step, 
15 about 100/0 w/v of pectin is mixed into the product now comprised of the microparticles separated from the 
vehicle. After the step in which pectin is added, the pH of the composition is also adjusted using either HCI or 
NaOH as required to about 7.4. The product comprises a composition that can be administered 
transmucosally and/or transdermal ly. 

20 EXAMPLE 60 

The process of Example 59 is followed except that 5% nitroglycerin is used to replace erythromycin and 5% 
w/v of albumin is used in place of pectin. The finished product comprises a transmucosal medication. 

EXAMPLE 61 

25 The process of Example 59 is followed except that 5 mg/ml of lidocaine replaces the nitroglycerin. 
EXAMPLE 62 

The procedure of Example 59 is followed except that a heating step of about 50° C for 40 seconds replaces 
the step using n-butyl alcohol. Following heating, the product is processed to separate the microparticles from 
30 the vehicle. About 10% w/v pectin is mixed into the resulting microparticie com position. During the step in 
which the pectin is added, the pH of the product is adjusted to about 7.4 using either HCI or NaOH as required. 

EXAMPLE 63 

The procedure of Example 59 is followed except that 5% nitroglycerin is used in place of erythromycin; 
35 storage of the composition at room temperature for about 24 hours replaces the heating step. 

EXAMPLE 64 

The procedure of Example 59 is followed except that 5% w/v albumin replaces pectin and 10% nitroglycerin 
is used. 

40 

EXAMPLE 65 

The process of Example 59 is followed except that 5<Vb nitroglycerin is used to replace erythromycin and 5% 
w/v of albumin is used in place of pectin. The finished product comprises a transmucosal medication. 

45 EXAMPLE 66 

The process of Example 65 is followed except that 5 mg/ml of lidocaine replaces the nitroglycerin. 
EXAMPLE 67 

The process of Example 66 is used except that 100 units of regular insulin is used instead of lidocaine. 

50 

EXAMPLE 68 

The process of Example 59 is followed except that 0.1% ascorbic acid is added at the same time pectin is 
added. 

55 EXAMPLE 69 

The process of Example 62 is used except that 100 units of insulin is used instead of erythromycin. 
EXAMPLE 70 

The process of Example 62 is used except that 0.2% ascorbic acid is added when pectin is added. 

60 

EXAMPLE 71 

The procedure of Example 62 is followed except that 40 units of insulin is used in place of erythromycin; 
storage of the composition at room temperature for about 24 hours replaces the heating step. 

65 
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EXAMPLE 72 

Mix about 10 gms of lecithin Into about 10 ce of carbon tetrachloride. Add 5 gme of erythromycin to the 
solution. Spray dry the product until all traces of carbon tetrachloride are removed. The resulting product will 
be comprised of pdwder-like particles comprised of erythromycin atld covered by a film of lecithin. Next, maka 
a suspension of the powder in 100 mis of water containing 10 gms of polymerized albumin and 10 gms of $ 
monomelic lecithin. Stir the composition for about two mlriutes. Add an appropriate alcohol dropwide, n-butyl 
alcohol Is preferred. During the" addition of alcohol the product should be stirred gentry until a coacervate 
forms and coats the particles with a coacervate film. Stirring continues for from 1/2 to 3 hours to Insure 
coacervate encapsulation of the particles. After this step, adjust the pH to about 7.4 and If desired, store' for 
from 12 to 24 hours at about 4° C. 1Q 

Following the storage step, the particles are separated from the liquid vehicle by filtration or other 
appropriate means arid dried using any conventional method. This yields a finished oral product comprised of 
coaceravate coated erythromycin. The product can be used to prepare tablets, capsules or reconstituted wtth 
an appropriate llqufd(s), e.g., syrup, to produce a product with the desired clinical dose, 

1S 

EXAMPLE 73 

Mix about 10 gms of lecithin into about 10 cC of carbon tetrachloride. Add 3 gms Of erymfomycin Into the 
solution, bistill the product until all traces of the carbon tetrachloride are removed and the product, comprised 
of lecithin and erythromycin, is In the fOrm of a viscous realdue. Mix about 60 mis of a 1(Wft solution of albumin 
into the product. Add 100 mis of distilied Water and centrifuge the composition for about 10 mihutae at about So 
2500 rprfi. Th£ particles now separated from their vdhicte are collected. They comprise an Oral erythromycin 
coated by a Coacervate film. 

EXAMPLE 74 

The method of Example 73 Is followed except that the steps that begin with th« addition of the albumin ss 
component are repeated. 

EXAMPLE 75 

The process of Example 72 Is followed except that the product of Example 72 Is converted to a sustained 
release preparation using the following method. Make a suspension of the powder referred to above m 100 mis 30 
of water containing 10 gms of polymerized albumin and 10 gms Of monomelic lecithin. Stir the composition for 
about two minutes. Add n-butyl alcohol dropwise until a coacervate forms and coats the particles with a 
coacervate film, stirring continues for from 1/2 to 3 hours during the addition of alcohol and afterward to Insure 
coacervate encapsulation of the particles. The product is than stored for from 12 to 24 hours at about 4° C. 

Following the storage step, the particles are separated from the liquid vehicle by filtration and dried. The 36 
resulting composition comprises a sustained release medication useful for oral administration 

EXAMPLE 76 

The process of Example 74 is followed except that the product of Example 74 is converted to a sustained 
release preparation using the following method. Make a suspension of the powder referred to above In 100 mis ao 
of water containing 10 gms of polymerized albumin and 10 gms of monomelic lecithin. Sttr the composition for 
about two minutes. Add n-butyi alcohol dropwise until a coacervate forms and coats the particles wtth a 
coacervate film, stirring continues for from 1 /2 to 3 hours during the addition of alcohol and afterward to insure 
coacervate encapsulation of the particles. The product is then stored for from 12 to 24 hours at about 4° C. 

Following the storage step, the particles are separated from its liquid vehicle by filtration and dried. The 46 
resulting composition comprises a sustained release medication useful for oral administration. 

EXAMPLE 77 

. Mix about 6 gms of lecithin in about 200 mis Of water; add about 24 mis of an appropriate alcohol such as 
n-butyl alcohol dropwise to the mixture. Next rrilx a solution comprised of about 3 gms of NaCI and about 60 SO 
mis of water into the lecithin-alcohol composition and allow to stand until a two phase ooaservate Is produced. 
Separate the two phases and add 20% acetylcysteine to the coacervate phase. Mix thoroughly, The pH Is 
adjusted to about 8.0 after which the composition containing the medication may be administered by nebuftter 
which sprays a mist of the particles having a particle size of 1 micron or less. 

56 

EXAMPLE 78 

The process of Example 77 is followed except that 5 gms of lecithin is added to the coaoervate phase in 
place of acetylcysteine and the pH is adjusted to about 7.4 using HCI Or HaOH as required. 

EXAMPLE 79 60 

The process of 77 is followed except that the lecithin-co&cervate phase, per se, is adjusted to a pH of about 
7.4 and used as an inhalant medication. 
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EXAMPLE 80 

Heat a mixture of about 7.5 gms of monoglyceride and about 7.5 gms of digtyceride at a temperature of from 
70 to 75° C until a clear solution of the mixture is produced. Mix 15 gms of erythromycin into the glyceride 
solution thoroughly. Next, process the product by means of a spray drying step to produce a powder form of 

5 the product. Next, Make a suspension of the powder in 100 mis of water containing 10 gms of polymerized 
albumin and 10 gms of monomelic lecithin. Stir the composition for about two minutes. Add n-butyl alcohol 
dropwise until a coacervate forms and coats the particles with a coacervate film, stirring for from 1/2 to 3 hours 
during the addition of alcohol and afterward to insure coacervate encapsulation of the particles. The product is 
then stored for from 12 to 24 hours at about 4° C. 

10 Following the storage step, the particles are separated from the liquid vehicle by filtration or other 
appropriate means. The particles are processed using a colloid mitl and/or a microfluidizer and sieving 
procedures to produce particles which are 1 micron or less in size. After this step, the quantity of particles 
necessary to produce the required dose is mixed into any appropriate fluid including the liquid vehicle referred 
to above. The product comprises an inhalant medication and is administered by nebulizer or other mist 

15 spraying apparatus. 

EXAMPLE 81 

The method of Example 77 is followed except that 15 gms of erythromycin is used in place of acetylcysteine 
and the pH adjustment is made to about 7.4. 

20 

EXAMPLE 82 

The procedure of Example 1 is followed except that (1 ) 275 mgs of erythromycin is dispersed in oleic acid of 
about 100/0 w/v as the first step of the process and the step using the reducing agent is omitted. 

The step to adjust the pH of the composition to approximately 7.4. is made after the storage period. After the 
25 heating and filtering steps, the microparticles are dispersed In any appropriate physiological fluid. The product 
is then ready for oral administration or stored, preferably under refrigeration, until needed. The composition 
may be administered orally, If desired. 

EXAMPLE 83 

30 The procedure of Example 82 is followed except that the object of the heating step in this method is to 
produce microparticles which are gel-like in character. The composition is heated at about 60° C for about 45 
seconds. The resulting composition then is centrifuged to separate the particles from the vehicle of the 
product; following this step, about 10% w/v of pectin and about 0.1 Q/o of ascorbic acid are mixed into the 
product now comprised of the microparticles separated from the vehicle. During the steps in which pectin and 

35 ascorbic acid are added, the pH of the composition is also adjusted using either HCI or NaOH as required to 
about 7.4. The product comprises a nasally or rectalfy administered medically useful composition. The addition 
of ascorbic acid can be omitted. 

EXAMPLE 84 

40 The procedure of Example 83 is followed except that in place of the heating step, the product is stored at 
room temperature for about 24 hours and 5% nitroglycerin is used in place of erythromycin. 

EXAMPLE 85 

The procedure of Example 84 is followed. The finished product however is applied to the skin. The drug is 
45 released from the composition and enters the circulation through the skin. 

EXAMPLE 86 

The procedure of Example 84 is followed except that 4000 meg of vitamin B-12 is us'ed in place of 
erythromycin. 

50 

EXAMPLE 87 

The procedure of Example 84 is followed except that 4 mgs/0.2 ml of leuprolide is used in place of 
erythromycin. 

55 EXAMPLE 88 

The procedure of Example 87 is followed except that the composition is administered rectally either in the 
form of an ointment or a suppository. 

EXAMPLE 89 

60 The procedure of Example 86is followed except that the composition is applied to the skin, thereby 
comprising a transdermal preparation. 

EXAMPLE 90 * 

The procedure of Example 82 is followed with the following exceptions: The heating step consists of heating 
65 the composition for about 45 seconds at about 50° C and the adjustment of the pH takes place at a different 



32 



0 274 431 

point in the manufacturing process. Following the heating step, the microparticles are separated from the 
vehicle and about 10% pectin and about 0.1 Vo ascorbic acid are mixed Irrtg the composition cpmprised of the 
microparticles. During this step, the pH of the product Is adjusted tp about 7.4 using HCI or NsPH as required. 
The finished product comprises a nasally or rectally administered medically useful composition. 

5 

EXAMPLE 91 

The procedure of Example 00 is followed except that 5 mg/ml of lidocaine is used in place qf erythromycin. 
EXAMPLE 92 

The procedure of Example 91 is followed except that the composition is applied to thp skin, thereby 10 
comprising a transdermal preparation. 

EXAMPLE 93 

The process of Example 83 is followed except that 10 mgs/ml of ephredrine is used in ptece of erythromycin. 

15 

EXAMPLE 94 

The procedure of Example 93 is followed except that the preparation is applied tp the skin thereby 
comprising a transdermal, preparation. 

In accordance with another important embodiment of the method used to prepare both orsJ and parenteral 
compositions, the drug-containjng coacervate compositions are prepareg: by (a) devolving a pfip§ phpppjcj In 2Q 
water and adding thereto an alcohol in an amount Which will cause the prioephoilpidHyater-i^cohol preparsjfon 
to separate into three Immiscible layers wherein the lowest layer is coHoic)-poor, the middle layer is €olipl4-rfch, 
and the upper layer is alcohol; (b) separating the middle phase, the nonpolar, cdloidwlch phase, from the 
other two phases ; and (c) adding a water-insoluble drug to a colloid-rich phase in such quantity as will produce 
a solution containing the drug component in the desired dosage for oral, tissue lining absorptive or parenteral & 
administration. The colloid-poor lower phase may be used to sokibiiize water-soluble compounds. Either the 
colloid-rich or colloid-poor phases or a combination of both phases may be used to encase the physiotogicaJJy 
active compounds. Additionally, the drug delivery compositions pf the present invention can be praparad in 
the form of microencapsulated sustained release formulations (emulsions) of oraJiy, tissue fining absorptive, or 
parenterally administrate drugs. The microencapsulated particles range in size from tees than abut 100 3d 
nanometers to about 3 microns or larger. In the practice of the time-release embocflmerrt of She present 
invention, the final composition or product may be composed of particles of the seme or different sizes, with 
differing time-release characteristics. 

In accordance with the preferred method of this embodiment of the present invention, an alcohol, such as 
isopropyi alcohol, is added dropwise to a 40/g w/v aqueous solution of one or more surface active agents, su ch 35 
as albumin, until a two-phase liquid aqueous system is produced. The two phases are separated. The upper 
phase Is referred to as the colloid-rich phase; the lower phase known as the colloid-poor phase is discarded or 
stored for later use to prepare additional quantities of the coacervate composition. A Wo w/v quantity of dry 
lecithin powder is dissolved in the coHoid-rich phase creating an albumin-lecithin based coiloid-rich phase. The 
oral or parenteral drug to be used is dissojyed in the coHoid-rich phase as described wffh reference to the 40 
three-phase embodiment of manufacture. The finished composition of this embodiment of the present 
invention can be prepared either as an emulsion or as a suspension. 

A critical distinction between the coacervate-qased blood substitute compositions identified in prior 
patents and the compositions of this embodiment of the present invention is in the addition of an jappropriate 
alcohol to a composition to form a two-phase coacervate composition with alcohol on top as an upper third 45 
layer or phase. The middle coacervate phase then is separated out and a phospholipid, such 85 lecithin, is 
added thereto. A second coacervate composition results therefrom and 16 used to forrnuieie the poaceryate 
compositions of this embodiment for new and unexpected stability. As an option, the roldcte coaceivaie phase 
can be used without the addition of the ptospihoJipid. 

In accordance with the principles of the' present invention, any appropriate non-tpxic coaca/vate so 
composition can be used in the manufacture of the drug delivery compositions of the present invention, the 
coacervate-enveioped compositions of the present invention inGorppratB non-toxic endogenous or 
exogenous surface-active agents, derivatives thereof and/or combinations of surface-active agents or 
derivatives. 

To achieve the full advantage of the alcohol embodiment of the present Invention, the coacervate 55 
compositions include a phospholipid, such as iecithin; a protein with surface-active properties, such as 
albumin; an alcohol such as n-butyl alcohol and water. 

Any drug, particularly drugs administered parenterally or absorbed through the tissue lining, drugs which 
are prepared and administered at an excessive pH, parenteral drugs that require pH adjustment Jmnoediatery 
prior to injection and any salt of a parent drug compound which has been neutralized by means of the proper 60 
acid-base reaction to yield the parent compound may be used as the drug component in the orally, tissue 
lining absorbed, or parenterally administrable coacervate based fflm-erweioped compositions of tjie ©resent 
invention. 

It should be noted that white the compositions of the present invention stabiilze and soLufctfizs oraj, tissue 
lining absorbed and parenteral drugs as described, some cUssolutkin of the drug aJsp occurs in $ccor4$me & 
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with the principles of the present invention. 

Either the colloid-rich phase of the two-phase liquid aqueous coacervate composition, the collold-poor 
phase, or a combination of the colloid-rich and the colloid-poor phases of the compositions may be used to 
produce the outer coacervate based film nveloping the physioiogicaJly active compounds as orally, tissue 

5 lining absorptive, or parenteraJly administrable compositions of the present invention. To achieve the full 
advantage of the present invention, the physiologically active compound(s) are incorporated into the 
colloid-rich phase of the composition. The colloid-poor phase can be used to incorporate and deliver 
formulations of water-soluble, polar and semi-polar drugs. Administration of the formulations of this invention 
may be oral; absorbed through the tissue lining of the mouth, nasal passages, or rectum; intravenous; 

10 intramuscular or subcutaneous, as desired. 

Drug compositions commonly understood to be water-insoluble, as defined in the U.S. Pharmocopia, now 
can be solubilized in an aqueous media by use of the present drug delivery compositions. Further, the 
compositions of the present invention provide a basis for improving the manufacture and efficacy of literally 
hundreds of orally, tissue absorptive, and parenteraJly administered drugs. 

15 A preferred two-phase liquid aqueous coacervate composition in accordance with the alcohol embodiment 
of the present invention Is prepared using the following steps. To 100 mis of sterile, pyrogen-free water are 
added 1-6% w/v of lecithin, derived from egg or other acceptable sources. The mixture is mixed or shaken 
vigorously until the lecithin is thoroughly dissolved. 6 to 12 mis or more of any acceptable alcohol, particularly a 
lower alcohol having 1 to about 6 carbon atoms, such as ethyl alcohol, n-butyl alcohol, and the like then is 

20 added to the lecithin solution, and the solution then is shaken vigorously for from 10 to 30 seconds and set 
aside, undisturbed, for from less than 1 to more than 4 hours. Within this period of time, the solution will 
separate into three phases or layers. If at the end of two hours the phases have not separated out, additional 
alcohol may be added dropwise until the separation of phases occurs. If desired, the period of undisturbed 
storage may extend to 24 hours or longer. Longer periods of storage typically result in greater yields of the 

25 coacervate phase. At the close of the storage period, it will be observed that three layers have formed. The 
uppermost layer comprised of n-butyl alcohol is separated from the other phases such as by decanting or 
through a separating funnel, and set aside since it is now extraneous to the coacervate system. The middle 
layer comprises approximately 50 mis. of a colloid-rich coacervate phase and the bottom layer comprises 
approximately 50 mis of a colloid-poor (equilibrium water) phase. The proportions of the bottom and middle 

30 phases may vary from 0.5% to 99.5%, based on the volume of both layers. 

After separation of the phases is completed, from 1 to 2 grams of a surface active protein such as human 
serum albumin, is dissolved in the colloid-rich coacervate phase of the solution to form a second coacervate 
system or composition. The preparation is then stored, preferably under refrigeration at 4-10° C, until visual 
inspection indicates that the preparation has separated into two phases. The upper layer comprises the 

35 colloid-rich phase of the second coacervate composition; the bottom layer comprises the colloid-poor phase 
of the second coacervate composition. The two phases can be separated, such as by decanting, and a desired 
dosage of a drug or other physiologically active compound is dissolved in either the colloid-rich phase and/or 
the colloid-poor phase to provide an injectable, orally, or tissue absorptive administrable composition. If 
desired, the quantity of drug combined into the coacervate composition may be more or less than a standard 

40 dose to provide a modified clinical dose. Additionally, if desired, urea in an amount that may range of 1% to 
40% w/v may be added to the coacervate phase, prior to the addition of the drug component to make the 
coacervate phase less non-polar. 

In accordance with another important embodiment of the present invention, a monoglyceride, diglyceride 
and/or a triglyceride is included in the coacervate composition as a liquid vehicle for dispersing or solubilizing 

45 one or more physiologically active compounds therein. The vehicle containing the physiologically active 
compound dissolved or dispersed therein then is enveloped in one or more exterior layers of a coacervate 
based film in order to provide new and unexpected stability to the orally, tissue absorptive or parenteraJly 
administrable compositions. As used herein, the term "triglycerides" refers to short chain, medium chain, long 
chain, and hydrogenated triglycerides. In this invention monoglycerides and diglycerides may be used as an 

50 option. Combinations of mono, di, and triglycerides also may be used. Medium chain triglycerides are 
preferred. In an optional process, physiologically acceptable halogenated compounds, particularly 
halogenated hydrocarbons may be substituted for the glyceride component of the compositions of the 
present invention. The preferred halogenated chemicals are the perfluorohydrocarbons, such as 
perfluorodecalin. Suitable other perfluorochemicals include perfluorotributylamine, perfluoro-N.N dimethylcy- 

55 clohexylmethylamine, perfluorotripropyiamine and perfluorotrimethylbicyclo(3.3.1)nonane. Other suitable 
halogenated hydrocarbons include halothane (2-bromo-2-chloro-1,1,1-trifluoroethane) and methoxyflu- 
rane(2,2-dichloro-1 ,1 -difluoroethylmethylester). 

All components may be prepared, combined and/or mixed under sterile conditions. The water used in 
manufacturing the coacervate system should be sterile and pyrogen-free for intravenous preparation. 

60 In accordance with this embodiment, the pharmaceutical component or combinations thereof are dissolved 
in a glyceride, preferably a medium chain triglyceride, preferably 30% w/v, containing a pharmaceutical 
component solubilizing agent, such as a hydrogenated oil, oleic acid, or linolelc acid preferably 10% w/v, 
based on the weight of the triglyceride to substantially increase stability. The triglyceride may be 1% to 80% 
w/v of the composition and may be a monoglyceride or a diglyceride or mixtures of one or more mono, di, or 

65 triglycerides. The solubilizing agent may be added to the glyceride in an amount of about 0% to about 50% by 
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weight of the giyceride, for example, 10<Vb hydrogenated vegetable oil or oleic acid* whenever needed for 
complete solubilization of physidlogically active components. The glycerid oomponeht rtiay be composed of 
short chain (up to C9), rftedium chain (C9 to C18), long chain (above C18] arid/or hydrogeha'ted triglyceride* 6r 
combinations thereof depending upon the compos fttoh to be prepared. MetBurrr chain* (CS to OiS) 
triglycerides are preferred. The quantity of the phaTmaceuticaJ cbmponeht(s) mixed irttb the frt^iyoerldd rftey d 
range from 0.1 <Vb to iSQfo in excess of conventional clinical doses. The Individual dose of the pharmaceutical 
component(s) of the finished composition Is adjusted as necessary to meet clinical rdqufrSmertts. 

The preferred rhethod of the* triglyceride embodiment of the present Invention also provides for preparation 
of sustained release forms of the mlcroemuisldnfi described above. This process involves the fbllowtng stems': 
(1J Mix the desired quantity of the pharmaceutic component (s) Into a solution containing! thai qtiaritity of a 10 
medium chain triglyceride containing 10% hydrogenated oil as will comprise 3W0 w/v In the flashed prbdutrt; 
the w/v concentration of the triglyceride component may vary from 1<W> to ftWb w/v; 300/b w/v I* preferred; the 
quantity of the pharmaceutic compohent(s) used oan range from 0.01% to 16*/o in excess df eetatJHsrfikJ 
clinical doses; in the finished product, the individual dose la adjusted to clinical requirements. (2) Prepare a 
second solution comprising &>/o w/v of albumin ; mix the same ptaUTTiaceUtlc component(s) used In step 1 Wto 15 
the albumin solution in an amount that may range from 25% less than the established clinical dose to 1$Vb in 
excess of the established clinical dose ; 3% w/v of lecithin then is mixed into the product of step 1 ; this mixture 
is repeatedly passed through an appropriate colloid mill to product a microemulslon, the* parties o? droplets 
of which are ohe micron dr lass Irt efee; It Is preferred that heat. In a range from 30° G tb 1& C, be appSed 
during the mlcroeffiUlsifylng step; In ah alternative procedure, the heatifig step may be deferred until the ib 
microerrlulsldri hae been formed, as described. 

Specific examplea of the alcohol and glybertde ethbodlmehts of the present Invention are provided Ih the 
following examples 127-160. 

EXAMPLE 95 25 

To 100 mis of sterile, pyrogen-free water is added 4<Vo W/v of egg lecithin. The mixture ia stirred vigorously 
until the lecithin Is thoroughly dissolved. 10 to 12 mis of h-butyl alcohol then are added to the lecithin solution; 
which is then shaken vigorously for from 1 to 2 hem At the close of the storage period, tt is observed that 
three layers or phases have formed, the mtddie layer comprising the cdribld-rlch phase is sejSarated from the 
other phases by means of a separatory funnel. 1 to 3 grama of human serum albumin theft Is dissolved in this 30 
colloid-rich phase. The solution then Is stored at from 4 to 10° C until visual inspection indicates that this 
solution has separated into two phased and that ho Increase In the volume of said phases Id becurftftg. The two 
phases then are separated by means of a separatory funnel. That quantity of diazepam Is added to the 
colloid-rich phase as will result in a final concentration of S mg of diazepam per mriliflter of coacervate solution. 
After this step, the colloid-poor (lower) phase is mixed into the collbld-rich phase, the resulting mixture thert Is 36 
emulsified to produce a microemulslon. The pH of the microemulslon then is adjusted, If necessary, to 7.3-7.4 
by the dropwise addition of dilute hydrochloric acid or sodium hydroxide. The preparation then can be stored 
in suitable containers for use orally or by Injection. 

EXAMPLE 96 ^ 

The procedure of Example 95 is followed except that prior td storage or administration, the composition is 
heated to produce a sustained (time-release) preparation. The preparation described In Example 1 1s heated at 
70° C for 60 seconds. The resulting microencapsulated droplets are separated from the emulsion, washed 
thoroughly with sterile water, then dried thoroughly and dispersed In any appropriate vehicle for parenteral or 
oral use, for example, to provide a composition containing 5 mg of diazepam per mHiilrter of solution. On 45 
completion of this step, the composition may be administered orally, by Injection or stored in suitable 
containers until needed. 

EXAMPLE 97 

The procedure of Example 95 is followed except that 10 mis. of a commercial preparation of diazepam Is SO 
used in place of diazepam (parent compound). 

EXAMPLE 98 

The procedure of Example 96 is followed except that 5 mgs of diazepam is used in place of the commercial 
parenteral preparation of diazepam. 55 

EXAMPLE 99 

The procedure of Example 95 is followed except that 50 mgs of a commercial preparation of phdhytofn is 
used instead of diazepam. 

EXAMPLE 100 

The procedure of Example 96 is used except that 50 mgs of a commercial parenteral preparation of 
phenytoin is used in place of diazepam. 
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EXAMPLE 101 

The procedure of Example 95 is followed except that 50 mgs of phenytoln, as the parent compound, is used. 
EXAMPLE 102 

6 The procedure of Example 96 is followed except that 50 mgs of phenytoln, as the parent compound, is used 
In place of diazepam. 

EXAMPLE 103 

The procedure of Example 95 is followed except that 7 mis of diazepam are used. 

10 

EXAMPLE 104 

The procedure of Example 95 is followed except that 100 mgs of a commercial Intramuscular parenteral 
preparation of tetracycline HQ is used in place of diazepam. 

15 EXAMPLE 105 

The procedure of Example 96 is followed except that 100 mgs of a commercial intramuscular preparation of 
tetracycline HCI is used in place of diazepam. 

EXAMPLE 106 

20 The procedure of Example 95 is followed except that 1 00 mgs of a crystalline tetracycline is used In place of 
diazepam. 

EXAMPLE 107 

The procedure of Example 106 is followed except that 250 mgs of a commercial intravenous preparation of 
25 tetracycline HQ (neutralized) reconsti tuted as per the manufacturer's directions is used Instead of diazepam. 

EXAMPLE 108 

The procedure of Example 95 is followed except that preparation of the composition is completed when the 
diazepam is dissolved in the colloid-rich phase of the coacervate system. The preparation is then ready for oral 
30 or parenteral administration or storage. 

EXAMPLE 109 

The procedure of Example 95 is followed except that preparation of the composition is completed when the 
phenytoin is dissolved in the colloid-rich phase in place of diazepam. The preparation then may be orally or 
35 parenterally administered or stored as required. 

EXAMPLE 110 

The procedure of Example 95 Is followed except that tetracycline is dissolved in the colloid-rich coacervate 
phase in place of diazepam. The preparation is then ready for oral or parenteral administration or storage. 

40 

EXAMPLE 111 

The procedure of Example 95 is used to the point where the colloid-rich phase Is separated from the 
colloid-poor phase. Instead of using the colloid-rich phase to dissolve the drug component, the colloid-poor 
phase is used to incorporate the drug component. Thus, 5 mis of commercial trimethoprinsulfamethazole 
45 infusion is thoroughly mixed into 125 mis of the colloid-poor phase. The preparation then is ready for infusion. 

EXAMPLE 112 

The procedure of Example 111 is followed except that after the drug is mixed into the colloid-poor phase, 
125 mis of the colloid-rich phase is added and the preparation emulsified. The composition then may be 
50 infused. 

EXAMPLE 113 

The procedure of Example 96 Is followed except that glucagon, in any quantity ranging from 0.5 mg to 1.0 
mg, is substituted for the diazepam. If desired, from 25 mgs to 150 mgs of lactose is added to the preparation 
55 following the addition of glucagon. 

EXAMPLE 114 

The procedure of Example 96 is followed except that 0.5 mg of glucagon is substituted for the diazepam. 

60 

EXAMPLE 115 

The procedure of Example 95 is followed except that Methyldopate HCI is used instead of diazepam and 1% 
w/v of urea is added prior to the incorporation of the drug component. 

65 
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EXAMPLE 116 

Melt the solid form of 15<>/o \^/v of long chain triglycerides and 150/0 w/v medium chain triglycerides. Add £50 
mg of erythromycin to the melted product and ado) 5 ml of an aqueous solution containing 5Qfo albqmln and $<Vfo 
lecithin to this mixture to provide about 850 mg. of erythromycin in the colloid-rich phase. Mix the resuWno 
product and permit the composition to slowly cool to room temperature, if the product is to be used 
intravenously, adjust the pH and isotonicity as described previously, tf the finished product Is to be 
administered orally, adjustment of the pH and (aotonlpity is optional. Process the product through a colloid mm 
This will produce a mioroguspended composition having solid micropartioles comprised of the pharmaoeutio 
component(s) encapsulated by a triglycerkje/coaceryate film, While the intravenous product should consist of 
particles one micron qr less in size, oral compositions may have a mixture of particle sfces ranging from * 
nanometer to 10-15 microns. 

EXAMPLE 117 

The procedure of Example 1 16 is followed except that 1000 units/ml per unit dose of heparin Is used In place 
of erythromycin. 

EXAMPLE 118 

Example 85 is followed except 10 ml of Factor VIII is substituted for diazepam. 
EXAMPLE 119 

Example 95 Is followed except 30 ml of Factor IX complex la substituted for diazepam. 
EXAMPLE 120 

Example 95 is followed except 250 mg of atrial peptide 3 is substituted for diazepam. 
EXAMPLE 121 

14CW> by weight of hemoglobin is encapsulated In a liposome product and then the liposome is placed in the 
coacervate phase of Example 95. The remaining procedure is the same as Example 95. * 

EXAMPLE 122 

The procedure of Example 95 is followed except that nutritional quantities of L clonlne, L argiuine L aapartic 
acid, L glutamine. glysine, L histidine, L proline, L servine. and L tryoslne also are added 

EXAMPLE 123 

The procedure of Example 95 is followed except that the diazepam component is first enveloped in a 
Hposome The resulting product then is mixed into the coacervate phase and processed in the manner 
descnbed in Example 127. 1 • 

EXAMPLE 124 

The procedure of Example 123 is followed except that 5 mg of heme Is used In place of diazepam. 
EXAMPLE 125 

The procedure of Example 123 is followed except that 2,500,000 I.U. of urokinase is used in place of 
diazepam. 



The procedure of Example 123 is followed except that, that amountof erythromycin as will give 250 mg of 
erythromycin in the finished product is used In place of diazepam. 

EXAMPLE 127 

The procedure of Example 123 is followed except that, that amountof Insulin as will result In a finished 
product containing 40 unit? of Insulin is used in place of diazepam. 

EXAMPLE 128 

m XS^H °7 Exam P ,t ! 123 5 s tollowed exoe Pt *«. that amount of stroma free hemoglobin as will result 
in a finished product containing 14 percent by weight of stroma frea hemoglobin is used In place of diazepam 
in accordance with another Important embodiment of the present invention, compositions capable of oral or 
intravenous administration, can be prepared containing a physiologically-actlve component that augments the 
oxygen-transport capeMrty of the body, to treat various anemias, and act as an oxygen-carrying plasma 
volume expander. Initially, three aqueous solutions are prepared: an aqueous solution Including at least about 
in'r^in ' 9 ; , W l\ «, a fir8t non - toxio surfactant, such ae albumin; optionally an aqpeons aQluJIon 

including at least about 0.1%. e.g. .1 to 5% w/v of a second surfactant, such as lecThJnTwKj t WMeous 
sokrtion containing an oxygen-carrying molecule containing Iron, sueh as heme, a hempprotaln wo/or a 
heme-hemoprotem complex. It la preferred that the hemoprotaln of the hen^amoproWnompS Tbe 
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15 



insS of the physiologically-active iron-containing molecule capable of carrying and releasing i men 
heme and/or the heme-hemoprotein complex) can be minimized or subsMy 
S^ZSSSL by" treating a solution (preferably aqueous) containing 

nrio to coacervation wfth a chemical complexing agent capable of forming a stable iron complex, such as 
^SS^^^ cyanide, particularly cyanide salts or cyanide complexes, such as socjum 
c^ldeorK^ 

Kctant cabbie of interaction with the iron complex, to release the complexing agent from the 
K^n1n^o£c2e which escapes from the solution in gaseous ^^^J^ J 
the oresent invention, the chemical complexing agent is carbon monoxide and the interactant is oxygen or 
"S^SS^ the solution^ excess to retease the °^ fr ^ 
molecule and saturate the solution to remove the carbon monoxide from the solution. This process ot 
KSSmpSn^d 4n interaction to release the complexing molecule will stabbed the Hf*^ 
Se SontaiSing solution, either before or after admixture or emulsification with the f^m^^ 
th! romn^tion so lona as the process Is carried out prior to coacervation. To achieve full advantage of the 
pre^ 

*i"fl£^^ of heme and/or hemoprotein. and/or heme^emoproteir i complex 
20 composition of the present Invention is determined by the clinically indicated required ta^t^ 
of a particular dysfunction. If the composition is to be used to augment the o^en^ngc^c^ of he 
recipient, the amount of heme, hemoprotein and/or heme-hemoprotein complex In the composition of the 
present invention is the amount necessary to restore oxygen transport to normal levels within the time frame 
of the treatment regimen. However, If the intended use of the composition of the present invention is to treat 
25 anemic states, such as those due to blood loss, the quantity of heme, hemoprotein and/or "e^ 6 ™^ 6 '" 
complex is the amount necessary to restore normal hemoglobin levels of between approximately So^and 
approximately 14o/o within the time frame of the treatment regimen. Likewise, if the intended use of the 
composition of the present Invention is to treat iron deficiency states, an exemplary amount of heme 
hemoprotein and/or heme-hemoproteih complex is that amount that introduces approximately 10XM50 mg of 

30 6 Taccor^ embodiment, the aqueous albumin, lecithin and heme, hemoprotein and/or 

heme-hemoprotein complex solutions then are thoroughly admixed. Alternatively, the powdered forms of 
albumin, lecithin, and the heme, hemoprotein and/or heme-hemoprotein complex can be admixed, then 
converted into a solution by adding sufficient water such that the amount of albumin and lecithin each equa s 

35 approximately 30/o w/v In the finished composition, and the heme, hemoprotein or heme-hemoprotein equals 
from about 50/0 to about 300/o w/v in the finished composition. This mixture then is subjected to a physical or 
chemical precipitating agent. For example, heat, ranging from about 20° to about 70° C, is applied until the 
mixture "precipitates* to produce an aqueous two-phase coacervate system. Temperatures below about 20 
C or above about 70° C, can be utilized accord ing to the method of the present invention so long as the time 

40 of heat treatment causes the solution to precipitate into a two-phase coacervate solution while preventing 
excessive heat treatment to the extent of denaturing the composition causing loss of the coacervate. 
Alternatively, rather than heating, a non-toxic alcohol, such as ethyl alcohol, or an appropriate electrolyte, such 
as sodium chloride, can be added to the mixture to produce an aqueous, two-phase coacervate system. The 
coacervate system then is emulsified using conventional techniques. The isotoniclty and the pH of the 

45 emulsion are adjusted to approximate the values found in the human body, approximately 0.90/d saline. The pH 
is adjusted using an acid, such as hydrochloric acid, or an alkaline substance, such as sodium hydroxide. 
Isotonicity is adjusted through addition of an appropriate electrolyte such as sodium chloride, or water as 
required. 

This emulsion can be used as a composition for the oral or intravenous introduction of iron into the body. 
50 However, the optional addition of a sterol, such as cholesterol, added in a sufficient amount, for example from 
about Wo to about 5% w/v based on the total weight of both phases, provides the composition with a degree 
of surface hardness thereby improving the composition for use as an orally or intravenously administrable 
composition. 

The emulsion also can be processed further, before isotonicity and pH adjustments are made, by using 
55 conventional techniques to produce a microemulsion. The microemulsion includes the coacervate-based 
microemulsified particles and the heme, and/or hemoprotein and/or the heme-hemoprotein complex, each in 
a form that is compatible with the recticuloendotheliai system and microcirculation systems of the human body 
and is a size that can be absorbed by the intestines. This microemulsion composition can be administered 
orally or intravenously. 

60 For oral administration, the microemulsion can be dispensed by any of the conventional oral dosage forms, 
such as liquid microemulsion or soft capsulation, e.g. a syrup or a capsule containing a liquid. In accordance 
with another important feature of the present invention, the microemulsion can be processed further using 
either heat or a cross-linking agent to produce a microencapsulated composition having sustained 
time-release characteristics. Generally, heat, ranging from 25° to 70° C. is preferred, and is applied over 

65 varying time periods, such as about 2 sec. to about 150 sec, to convert the microemulsion into 
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microencapsulated particles having varying degrees of surface-coacervate film hardnesses. The mlcroemulsl- 
fied coacervate can also be treated at temperatures about 70° C, or below 25° C., for a time sufficient to 
produce a time-release composition capable of releasing the prrysiologlcally-actfve component, for xamble 
up to about 72 hours, after administration of the composition. It has been found that longer heating time' 
increases the film hardness, thereby effecting: the time-release characteristics of microencapsulated particles. 5 
Therefore, particles of similar or different release rates can be combined In a single ddse and can be 
administered orally or intravenously after belrig placed In ah appropriate vehicle or dosagti form. 

In accordance with the present invention, coacervate systems also can be produced by using a single 
surfactant, such as albumin alone, and a precipitating agent. The precipitating agent can be a non-toxic 
alcohol, such as Isopropyl alcohol or n-butyl alcohol, electrolytes, heat, or a combination thereof. Similarly, an 10 
alternative coacervate system that c&i be used In the compositions of the present invention can be 
manufactured by preparing ah aqueous solution of a surfactant, such as lecithin, arid then adding a 
precipitating agent, such as an alcohol or an electrolyte In sufftclent'amount for phase separation to to yield a 
coacervate system. Subsequent processing maps for these alternative coacervates to produce orally or 
intravenously administrate mlcrbemuisffled or microencapsulated cdmposltfona are Identical to the 16 
processing steps described above. 

Specific examples directed to the coacervate compositions Including an iron-corttalhirig molecule capable 
of cartyiHg and releasing oxygen (hetrie and/or hembproteins and/or heme-hembproteln complexes) are 
provided in the following examples 181-176. 

EXAMPLE 129 20 

An aqueous 30/to w/v solution of albumin, an aqueous 3% w/v solution of lecithin and art aqueous solution of 
heme, containing the dose of heme desired in the end product, are thoroughly admixed after the heme Solution 
was treated with sufficient carbon rtidnoxids to drW off essentially all the oxygen. Hie mfxturt then is heated 
at 50° C. for a Sufficient time to produce a two-phase coacervate system. The two+haae cpacervate system 
then is emulsified In a blender, followed by the addition of art antioxidant, such as ascorbic acid* and by 
adjustment of (1) isotonlclty usirig sodium chloride arid/or water and (2) pH uelhg either ah acid or a base 
such as hydrochloric acid or sodium hydroxide In an amount sufficient to bring the Isotohlcfty and pH values of 
the emulsion within normal physiological ranges, e.g., 7.2 to 7.5 pH. The emulsion then Is converted by 
conventional colloid mill techniques to a mldrtiehiulsloh of coacervate-based microemulsifled particles, having 
a diameter of approximately 1 micron or less, the composition containing the microerniflalfled partioles 
containing encapsulated heme, then Is adjusted for Isotonlclty and pH aS above, If necessary. The 
microemulsifled particles can be used for Oral or Intravenous administration to the body. This microemulsifled 
composition then Is heated at 60° C. for about i to about 150 seconds to produce hardened 
microencapsulated particles having a range of eustained time-release characteristics. The microencapsulated 
particles then are treated with excess oxygen to remove the carbon monoxide, and, optionally, stored under 
an Inert blanket of nitrogen gas. These hardened, microencapsulated particles, when added to a suitable 
vehicle, such as syrup, also can be Used orally, or in a physiological saline solution Intravenously. These 
compositions are useful to augment the oxygen-transport capacity of the recipient arid to Increase circulatory 
volume. 7 

40 

EXAMPLE 130 

TTte procedure of Example 129, except that a complex of heme and stroma-free hemoglobin replaced the 
heme. 

EXAMPLE 131 45 

The procedure of Example 129, except that art aqueous solution of 3% w/v of casein replaced the aqueous 
3% w/v solution of albumin. 

EXAMPLE 132 ^ 

The procedure of Example 129. except that an aqueous 3P/o w/v solution of gelatin replaced the aqueous 3<Vb 
w/v solution of albumin. > ^ 

EXAMPLE 133 

The procedure of Example 129, however the manufacturing process was terminated attar preparation of the 55 
coacervate system microemulslon, thereby producing ah orally administrate composition useful In the 
treatment of iron deficiency anemia, and anemias due to blood loss. 

EXAMPLE 134 

The procedure of Example 133, except that a heme arid stroma-free hemoglobin complex replaced the 60 
heme, thereby producing a composition Useful in treating anemias due to Iron deficiency or blood loss. 

EXAMPLE 135 

The procedure of Example 129, except that the preparation of the microencapsulated sustained 
time-release formulation Is omitted. 
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EXAMPLE 136 

The procedure of Example 129, except that the complex of heme and stroma-free hemoglobin Is used, and 
the manufacturing process Is terminated after preparation of the mlcroemulsion. 

5 

EXAMPLE 137 

The procedure of Example 129, except that an aqueous 5<Vo w/v solution of albumin is used instead of the 
aqueous 3<Vb w/v albumin solution. 

10 EXAMPLE 138 

The procedure of Example 129, except that an aqueous 4<>A> w/v solution of lecithin is used instead of the 
aqueous 3Vo w/v lecithin solution. 

EXAMPLE 139 

15 The procedure of Example 129, except that the coacervate system is produced by subjecting an aqueous 
3<Vb w/v solution of albumin to temperatures of 30-35° C. until formation of a two-phase coacervate system. 

EXAMPLE 140 

The procedure of Example 129, except that the coacervate system Is prepared by the dropwise addition of 
20 ethyl alcohol to to an aqueous 3<Vb w/v solution of lecithin until a two-phase coacervate system is produced. 

EXAMPLE 141 

The procedure of Example 129, except that an aqueous 3<Vb w/v solution of casein is used to replace the 
aqueous 3% w/v albumin solution, and a complex of heme and stroma-free hemoglobin Is used to replace the 
25 heme. 

EXAMPLE 142 

The procedure of Example 129, except the heme molecule is first encapsulated in a lecithin-cased liposome 
before proceeding to produce the aqueous two-phase coacervate system. 

30 

EXAMPLE 143 

The procedure of Example 129, except the heme-hemoglobin complex is first encapsulated in a t 
lecithin-cased liposome before proceeding to produce the aqueous two-phase coacervate system. 
According to the perhalogenated embodiment of the method and composition of the present invention, a 

35 non-toxic perhalogenated compound, such as a perfluorinated hydrocarbon and/or a perfluorinated amine, 

can be used wfth the aqueous coacervate system to provide the compositions of the present invention. The * 
perhalogenated compounds useful in the present invention Include perfluorinated and perfluoriodinated 
aliphatic and alicyclic hydrocarbons, perfluorinated and perfluoriodinated aliphatic and alicyclic ethers, and/or 
perfluorinated and perfluoriodinated aliphatic and alicyclic amines. It has been found that perfluorodecalin and 

40 perfluoroiododecaiin are especially useful In the compositions of the present invention, either used alone or in 
combination with other perfluorinated compounds, such as perfluorotrfbutylamine, perfluorotripropylamine, 
perfluorotrimethy!bicyclo[3.3,1]nonane and/or perfluoro-N.N-dlmethytcyclohexytmethylamine. 

In accordance with an important feature of the present invention, a method of producing a composition, 
including a perhalogenated, and preferably a perfluorinated, compound; a two-phase aqueous coacervate 

45 system; and a physiologically-active compound Is disclosed. According to the method of the present 
invention, the physiologically-active compound is admixed with the perhalogenated compound, and the 
resulting mixture then is admixed with an aqueous surfactant solution, such as an aqueous albumin solution 
and/or an aqueous lecithin solution. Subsequent processing of the complete mixture produces a coacervate 
system. The resulting coacervate-based composition then is processed further to produce a microemulsion, 

50 having particles of 1 micron or less in diameter. Additionally, the mlcroemulsion can be processed further 
using heat, or other appropriate precipitating agents, to produce sustained time-release compositions, having 
a single rate of release or a range of release rates. 

The composition of the present invention can be administered orally or parenterally, preferably . 
intravenously. In addition, the composition of the present invention can be jyophiiized using conventional 

55 techniques to convert the "liquid to a powder. The powdered product then can be reconstituted using 
appropriate physiological fluids. For instance, when the reconstituted composition is intended for intravenous 
use, isotonicity and pH should be adjusted to normal body values before administration. 

In preparing the compositions of the present invention, it is preferred that both phases of the two-phase, 
aqueous coacervate system be used. However, the non-polar, colloid-rich phase can be separated from the 

60 colloid-poor phase, then used to prepare the compositions of the present invention. The compositions of the 
present invention comprise microemulsified particles containing the aqueous coacervate and the 
perhalogenated compound. A physiologically-active component can be incorporated into the perhalogenated 
compound-coacervate system compositions of the present invention to yield a variety of end products that are 
useful in the medical field. The microemulsified particles are manufactured to be of appropriate siz , such that 

65 the particles are compatible with the microcirculation system and the reticuloendothelial system of the human 



40 



It 



0274431 

body and other mammals. The compositions of the present Invention may, If desired, be processed further to 
produce compositions having time-release characteristics, such as by microencapsulating the particles to 
provide a time-release hardened coating on the composition. 

To prepare the perhaJogenated compositions embodiment of the present Invention, two solutions are 
prepared: an aqueous solution, including from about 0.01 % w/v to a quantity up to about 100% w/v 5 
dispersion, of albumin; and an aqueous solution Including from about 0.01% w/v to a quantity up to about 
100% w/v dispersion of lecithin. In addition, a sufficient amount of a perhaJogenated compourid! suoh as 
perfluorodecalin, is required to produce a composition including from about 0.1% w/v to about 99% w/v of the 
perhalogenated compound. To achieve the full advantage of the present Invention, the aqueous solutions 
include from about 1 % to about 5%, and preferably about 3%, w/v of albumin and about 1% to about 6%, and 10 
preferably about 3% w/v of lecithin. Optionally, powdered albumin ftnd/or powdered lecithin can be mixed With 
the perhaJogenated compound, and this mixture then converted to an aqueous solution containing the 
required amount of aJbumin, lecithin and perhaJongenated compound. According to the method of the present 
invention, the compositions can Include equal or unequal proportions of albumin solution to lecithin solution, 
however, equal proportions of the albumin and lecithin solutions are preferred. To achieve the full advantage of 15 
the present Invention, equal weight amounts of albumin and lecithin are Included In the compositions of the 
present invention. 

For example, if the finished product Is Intended to be used as a barrier to food absorption, approximately 
equal amounts of an approximately 3% w/v aqueous solution of albumin and an approximately 30/0 w/v 
aqueous solution of lecithin, and a quantity of a perhalogenated compound, such as perfluorodecaiih, are 20 
thoroughly admixed and processed In a colloid mill to yield a mixture Including from about 30% w/v to about 
50% w/v, and preferably about 40% w/v, of perftuofodecaHn. The mixture then Is subjected to a physical or 
chemical precipitating agent. For example, heat, ranging from about 20° to about 70° C„ and preferably 
ranging from about 30° to about 50° C. Is applied until the mixture "precipitates" to produce a composition 
comprising the aqueous two-phase coacervate system and the perhalogenated compound Temperatures 25 
below about 20° C, or above about 70° C. can be utilized according to the method of the present Invention so 
long as the time of heat treatment causes the solution to precipitate Into a two-phase coacervate solution 
while preventing excessive heat treatment to the extent of denaturing the composition causing loss of the 
coacervate. Alternatively, rather than heating, a non-toxic alcohol, such as ethyl alcohol, or an appropriate 
electrolyte, such as sodium chloride, can be added to the mixture to produce an aqueous, two-phase 30 
coacervate system. The mixture Is subjected to the physical or chemical precipitating! agent until visual 
inspection, or inspection by microscopic techniques known to those skilled in the art, shows that the mixture 
has separated into the two-phase aqueous coacervate system. 

The coacervate system-perhalogenated compound composition then is re-emulsified using conventional 
techniques. The resulting emulsion also can be processed further, by using conventional techniques, such as 35 
a colloid mill to produce a microemulsion. The microemulsion includes the coacervate-based mlcroemuisffied 
particles and the perfluorinated compound, each In a form that is compatible with the recticuloendothelial 
system and microcirculation systems of the human body. This microemulsion composition can be 
administered orally or intravenously. 

For oral administration, the microemulsion can be dispensed by any of the conventional oral dosage forms, ao 
such as liquid microemulsion or soft capsulation, e.g. a syrup or a capsule containing a liquid. In accordance 
with another important feature of the present invention, the microemulsion can be processed further using 
either heat or a cross-linking agent to produce a microencapsulated c^omposftion having sustained 
time-release characteristics. Generally, heat, ranging from 25° to 70° C, is preferred, and is applied over 
varying time periods, such as about 2 sec. to about 150 sec., to convert the microemulsion frito 45 
microencapsulated particles having varying degrees of surface-coacervate film hardnesses. The rhicroemuisi- 
fled coacervate can also be treated at temperatures above 70* C, or below 25° C, for a time sufficient to 
produce a time-release composition capable of releasing the physiologjcaJIy-actfve component, for example, 
up to about 72 hours, after administration of the composition. It has been found that longer heating time 
increases the film hardness, thereby affecting the time-release characteristics of micrbericapaulated pafticfes. So 
Therefore, particles of similar or different release rates can be combined In a single dose and can be 
administered orally or intravenously after being placed In an appropriate vehicle or dosage form. 

The composition made In accordance with the above method can be utilized h weight reduction programs, 
whereby after orally administering the food-barrier composition, the perhalogenated compound in duded in 
the composition coats the intestinal walls to preclude the absorption of food. Therefore 1 , the patient is hot 55 
limited In the amount of food consumed because no food is absorbed through the Intestinal walls urrtH the 
perhalogenated compound is expelled from the body. The dosages and frequency of treatment are clinical 
determinations that are made in regard to each individual patient such that weight loss objectives and 
nutritional needs are balanced. 

It should be noted that other additives, such as ftavorarrts, can be added to the perhalocjenated 60 
compound-aqueous coacervate composition to enhance patient appeal, without detracting from the efficacy 
of the composition. According to the method of the present Invention, the aqueous coacervate system affows 
the oral introduction of the non-polar, non-aqueous perhalogenated compound Into the patient without the 
need of additional emulsifying and suspending agents that are rrarmaHy required to soiubltee the 
perfluorinated compound, but generally detract from product aesthetics and patient appeal. &> 
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Th aqueous coacervate system, including the perfluorinated compound, can also be used as a 
resuscitation fluid to quickly introduce an oxygen-carrying molecule into a patient. In the manufacture of a 
resuscitation fluid, the process of admixing the aqueous albumin and lecithin solutions and the 
perfluorodecalin is performed as above except that prior to admixing the three liquids heme and/or 
stroma-free hemoglobin, in an amount ranging from about 0.1% to about 30% w/v is added to the 
perfluorodecalin. The amount of perhalogenated compound used in the resuscitation fluid is limited to from 
abut 10% w/v to about 300/b w/v, and preferably to about 20% w/v, of the entire composition. At these levels, 
the amount of perhalogenated compound is too low to act as a food barrier, but is sufficiently large to coat the 
intestinal wall and bring the heme and/or stroma-free hemoglobin into intimate contact with the intestinal wall 
for rapid absorption. The perhalogenated compound is not absorbed by the intestinal walls but serves to 
facilitate transport of the oxygen-carrying heme or stroma-free hemoglobin into the circulatory system. 

It is preferred that the amount of the oxygen-carrying molecule included in the resuscitation fluid 
approximate the amount of hemoglobin percent in whole blood, such as from about 5% to about 14%. It 
should be noted, however, that because of the inherent oxygen-carrying capability of the perfluorinated 
compound, the amount of heme or stroma-free hemoglobin can be below the 14% wt% hemoglobin normally 
found In whole blood. The heme or hemoglobin used in the present invention may be of endogenous, 
exogenous, or synthetic sources. 

After admixing the albumin and lecithin solutions, the perhalogenated compound, and the heme and/or 
stroma-free hemoglobin, the osmotic pressure of the resulting mixture is adjusted to the isotonicfty of whole 
blood by the addition of sodium chloride and/or any other suitable electrolyte or water, as required. The pH is 
adjusted using an acid, such as hydrochloric acid, or an alkaline substance, such as sodium hydroxide. The 
isotonlcity and the pH of the emulsion are adjusted to approximate the values found in the human body, 
approximately 0.9% saline, and a pH of approximately 7.3 to 7.45. 

After the pH and isotonicity adjustments, the mixture is processed as previously described for the 
food-barrier composition to produce a microemulsion having a particle size that is compatible with the 
microcirculation and the reticuloendothelial system, such as 1 micron or less in diameter. The product then 
can be administered intravenously as a resuscltative fluid. 

Similarly, a product useful as an oxygencarrylng contrast medium, such as those used in angioscopy, can be 
manufactured according to the method of the present invention. The oxygen*carrying contrast medium can be 
prepared by the method described above for the manufacture of a resuscitation fluid, however, a 
perfluoroiodinated compound, such as perfluoroiododecalin or iodinated perfluorodecalin, is used in place of 
perfluorodecalin. 

tf the perfluorinated compound-coacervate system composition is to be used as a drug delivery system, 
perfluorodecalin, the albumin solution and the lecithin solution are prepared as described above. Before the 
solutions are admixed, however, the non-polar to semi-polar physiologically-active and/or pharmacological 
compound or compounds are admixed Into the perfluorodecalin In a sufficient amount to yield the desired, or 
required, dose in the finished product If the solubility of the physiologically-active and/or pharmacological 
compound or compounds in the perfluorinated compound is exceeded, the physiologically-active and/or the 
pharmacological compound or compounds can be dispersed and suspended in the perfluorinated compound 
to achieve the required, or desired, clinical dosage. 

The physiologically-active and/or pharmacological components can include any drug, hormone, biological, 
enzyme, antibiotic, peptide or other useful medical composition that is soluble in the perfluorinated compound 
to a sufficient degree to obtain a clinical dose. If salts of the parent drug compounds or other water-soluble 
pharmaceuticals also are included in the product, these compounds are dissolved in the aqueous albumin or 
the aqueous lecithin solutions before admixing and processing to produce the coacervate system. After 
admixing, the mixture is processed in the same manner as described previously to prepare the food barrier 
composition. 

In those instances where the product is to be administered intravenously, the pH and isotonicity of the 
composition are adjusted, if necessary, to approximate that of whole blood. The product then is suitable for 
either oral or intravenous administration, as the particle size of the microemulsion, 1 micron or less in diameter, 
allows absorption through the intestinal wall and is compatibie with the microcirculation system and the 
reticuloendothelial system. For oral compositions, the amount of the perhalogenated compound is maintained 
at between about 10% w/v to about 30% w/v, and preferably about 20% w/v of the finished drug composition 
to facilitate absorption of the drug into the circulatory system. For parenteral^ administered compositions, the 
amount of perhalogenated compound can be incorporated in amounts varying from about 0.1% w/v to about 
990/o w/v of the finished drug composition, in order to maximize the solubility and stability of the 
physiologically-active and/or pharmacological component. 

The method of the present invention also can be utilized to incorporate a local or general anesthetic into the 
coacervate system-perhalogenated compound composition. The anesthetic agent, either a gas, liquid, liquified 
gas, or mixture thereof, first is dissolved in the perfluorinated compound in the amount necessary to produce 
the desired anesthetic dose in the final product. As described previously, the albumin solution, lecithin 
solution and perfluorinated compound are admixed, followed by heating the mixture at temperatures ranging 
from approximately 20° to approximately 70° C for a sufficient time to produce a two-phase coacervate 
system, as shown by visual or microscopic techniques. 

The two-phase coacervate system then is processed to yield a microemulsion. having a particle size that is 
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compatible with the microcirculation and the reticuloendothelial system. The pH of the microemulsion is 
adjusted to that of whole blood using an acid, such as hydrochloric acid or a base such as sodium hydroxide. 
The resulting product Is suitable for Intravenous and/or qral administration, allowing far more control In the 
amount of anesthetic delivered and in the depth of the anesthesia. 

Any of the oral or Intravenously administered products can be prepared |n a sustained time-release form by 5 
treating the composition with an organic aldehyde, such as glutaraldehyde, or heat. The method provides a 
composition having * single pr multiple rate of release. The process yields mlproemuteffied particles 
encapsulated by a coacervate-based film that can be of any desired degree of particle surface film hardness, 
ranging from liquid to gel-like to rigid. 

According to this method, a portion, or all, of the microemulsified composition is heated, generally in a range 10 
of from about 25° to about 70° £ and preferably in the range of 3Q° to about 40° C over a varying time period, 
such as 2 sec. to about 150 sec, to convert the mjcroemulsion into microencapsulated particles having varying 
degrees of coacervate film hardness. The rnicroemulslfieo; coacervate can also be treated ft temperatures 
above 70° C, or below 25° C, for a time sufficient to produce a time-release composition capable of releasing 
the physlologlcally-active component, for example, up to about 72 hours, after administration of the 15 
composition. It has been found that longer heeding time Increases the film hardness, thereby affecting the 
time-release characteristics of microencapsulated particles. Therefore, particles of simile/ or different relapse 
rates can be combined in a single dose and can be administered orally or IntravenogsV after being placed in an 
appropriate vehicle or dosage form. 

In accordance with the present invention, coacervate systems also can be "produced by gstag a single 20 
surfactant, such as albumin alone, and a precipitating agent. Tfte preolpitating agent can be $ non-toxic 
alcohol, such as isopropyi alcohol or n-butyl alcohol; electrolytes; heat; or a combination thereof. Simflarty, an 
alternative coacervate system that is useful in the compositions of the present Invention, can be manufactured 
by preparing an aqueous solution of a surfactant, such as lecithin, and then adding a precipitating agent, such 
as an alcohol or an electrolyte, in sufficient amount for phase separation to yield a coacervate system. 25 
Subsequent processing steps for these alternative coacervates to produce orally or intravenously 
administrate microemulsified or microencapsulated compositions are identical to the processing steps 
described above. 

Specific examples of the perhaiogenated composition embodiment of the present Invention are provided In 
the following examples 144-180. & 

EXAMPLE 144 

Approximately equal volumes of an aqueous 3<Vb w/v solution of albumin and an aqueous 3^ w/v solution of 
lecithin, and a sufficient amount of perfluorodecalin to provide 4<Wfo w/v of perfluorodecalin in the final solution 
are thoroughly admixed. The mixture then is heated at 70° C. for a sufficient time, such as from about 3 35 
seconds to about 2 minutes, to produce a two-phase coacervate system. The mixture is examined 
continuously by visual or microscopic techniques throughout the heating period in order to terminate the 
application of heat as soon as the mixture separates into a two-phase aqueous coacervate system. The 
coacervate system, including the perfluorodecalin. then is processed in a colloid mill to produce a 
microemulsion. The microemulsion then can be used as an orally-admlnlstrable food absorption barrier 40 
composition. 

EXAMPLE 145 

The procedure of Example 144, except that the application of heat Is replaced by the dropwise addition of 
ethyl alcohol until a visual inspection shows that the mixture has separated into the two-phase aqueoqs 45 
coacervate system. 

EXAMPLE 146 

The procedure of Example 144, except that the application of heat is replaced by the addition of sodium 
chloride until a visual inspection shows that the mixture has separated into the two-phase aqueous coacervate so 
system. 

EXAMPLE 147 

The procedure of Example 144, except that perfluorotributylamlne is used in place of perfluorodecalin to 
yield a food absorption barrier composition including 30% w/v or perfiuprotributylamlne. $5 

EXAMPLE 148 

The procedure of Example 144, except that the same volume of an aqueous 5Q/b w/v albumin solution is 
used. 

EXAMPLE 149 

The procedure of Example 144, except that the same volume of an aqijequs 5°/q w/v lecithin solution is used. 
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EXAMPLE 150 

The procedure of Example 144, except that the mixture Is heated at 40° C. 
EXAMPLE 151 

5 The procedure of Example 144, except that an aqueous solution of heme is admixed into the 
perfluorodecalin before the albumin solution, lecithin solution and perfluorodecaiin are thoroughly admixed. 

The amount of 20% w/v heme solution added to the mixture is sufficient to provide a final composition 
including approximately 7% w/v of heme. The perfluorodecalin is present at approximately 20% w/v of the final 
composition. The isotonicity and pH of the mixture then are adjusted using sodium chloride and/or water, and 

10 either an acid or a base, such as hydrochloric acid or sodium hydroxide, in an amount sufficient to bring the 
isotonicity and pH values of the emulsion within norma] physiological ranges, e.g., 72 to 7.5 pH and 0.9% 
saline. The mixture then is heated at approximately 70° C until a visual inspection indicates that the mixture has 
separated into the two-phase aqueous coacervate system. The coacervate system, including the heme, then is 
emulisifed to produce a microemuision having a particle size of 1 micron or less in diameter. The composition 

15 then can be used as an intravenously administrate resuscitation fluid. 

EXAMPLE 152 

The procedure of Example 151, except that an aqueous solution of 20% w/v stroma-free hemoglobin 
instead of heme Is admixed into the aqueous 3% w/v albumin solution to provide a mixture including 7% 
20 stroma-free hemoglobin. 

EXAMPLE 153 

The procedure of Example 151, except that an aqueous solution of a heme and stroma-free hemoglobin 
complex instead of heme is admixed into the aqueous 3% w/v lecithin solution to provide a mixture including 
25 7% w/v heme and stroma-free hemoglobin complex. 

EXAMPLE 154 

The procedure of Example 152, except that polymerized stroma-free hemoglobin is used in place of heme. 
30 EXAMPLE 155 

The procedure of Example 152, except that pyridoxilated polymerized, stroma-free hemoglobin is used In 
place of heme. f 

EXAMPLE 156 

35 The procedure of Example 151, except that the composition includes 30% w/v of perftuorinated 

trimethy1bicyclo[3.3.1]nonane in place of the 20% perfluorodecaiin. * 

EXAMPLE 157 

The procedure of Example 151, except that the composition includes 20% w/v of perfluorotributyiamine in 
40 place of the 20<>/o perfluorodecaiin. 

EXAMPLE 158 

The procedure of Example 151, except that the composition includes 12<Vo w/v of perfluorodecaiin and 8% 
w/v of perfluorotributyiamine in place of the 20% perfluorodecaiin. 

45 

EXAMPLE 159 

The procedure of Example 151, except that insulin is used in place of heme to provide a composition 
including 40 units/cc of Insulin. 

50 EXAMPLE 160 

The procedure of Example 151, except that the anti-coagulant, sodium heparin, Is used in place of heme to 
provide a composition including 1000 USP units/ml of sodium heparin. 

EXAMPLE 161 

55 The procedure of Example 144, except (1) methotrexate, a cancer treatment drug, is added to the 
perfluorodecaiin before the perfluorodecaiin is admixed with the aqueous lecithin and aqueous albumin 
solutions, and (2) the pH of the aJbumin-lecithin-perfiuorodecalin-methotrexate mixture is adjusted to 
approximately 7.4, by adding either hydrochloric acid or sodium hydroxide, before the mixture is processed to 
produce a microemuision to provide a composition including 25 mg/ml of methotrexate. 

60 

EXAMPLE 162 

The procedure of Example 161, except (1) the antibiotic, gentamycin, Is used in place of methotrexate, and 
(2) the pH adjustment is made after the mixture is processed to produce a microemuision to provide a 
composition including one mg/ml of gentamycin. 

65 
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EXAMPLE 163 

♦J^^^J* B "^!?'! 1, exG8 P' < 1 > *• antibiotic, cefazolln. is used In place of methotrexate and {21 
EXAMPLE 164 

The procedure of Example 161. except that the antibiotic cephaptrin is used in otaee of methotmuta to 
provide a composition including 250 mg/ml of cephaptrin. " methotrexjto to 

EXAMPLE 165 

The procedure of Example 181. except that the antibiotic thiopental is used in place of methotreKate. 
EXAMPLE 166 

J*? P™?!"™ ^P* 6 161 • HM P' (D the anesthetic halothane is used In piece of methotrexane and 
' 8 bUW>,ed M ° *~ to provide a x^^^SSS^ 

EXAMPLE 167 
EXAMPLE 168 

The procedure of Example 161 . except that the anesthetic sufentanil Is used in oteca of math,*™*.*, 
provide a composition including 50 ug/ml of sufentanil. mmnmm 16 « <* "wthotrexate to 

EXAMPLE 169 

The procedure of Example 161. except that the muscle relaxant sucdnytehoilne is used in nton* of 
methotrexate to provide a composition including 20 mg/ml of succinySnV * 

EXAMPLE 170 

The procedure of Example 161. except that calcitonin, used in the treatment of osteooorosia is in 
place of methotrexate to provide e composition Including 20 I.UVml of S!.^^' 18 

EXAMPLE 171 

The procedure of Example 161. except that the anesthetic ketamine Is used In otaee of mathntm^to t« 
provide a composition Including 10 mg/ml of ketamine. W methotrexate to 

EXAMPLE 172 



EXAMPLE 173 

EXAMPLE 174 ^ 

The procedure of Example 151, except that monensin Is used In place of heme. 
EXAMPLE 175 

EXAMPLE 176 

The procedure of Example 144. except that iodine is added to the perfluorodecalin ortorte the .rimM*, «,« 
^.SK 0 "" ,9C,thin 8 ° ,Utk,n ^ uorod ^ -lotion to pS^^^^^S « 

EXAMPLE 177 

are Tn«™,!w - i 1 the mlxture ^P^tes Into a two-phase coacervate evst m The two chases 
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units/ml vitamin E t 3 mg/ml thiamine hydrochloride, 60 mg/ml d-biotin, 3.6 mg/mi riboflavin, 40 mg/ml 
niacinamide, 4 mg/ml pyrldoxlne hydrochloride, 15 mg/ml dexpanthenol, 100 mg/ml ascorbic acid, 400 ug/ml 
folic acid, and 5 ug/ml cyanocobalamln. 

5 EXAMPLE 178 

The procedure of Example 161, except that the anti-asthmatic amhiophylin Is used in place of methotrexate 
to provide a composition including 25 mg/ml of aminophylin. 

EXAMPLE 179 

10 The procedure of Example 153. except that the microemulsion is divided into four equal portions. The first 
portion is left untreated, the second portion is heated at 70° C for 10 seconds, the third portion is heated at 70° 
C for 40 seconds and the fourth por tion Is heated at 70° C for 70 seconds to produce a microencapsulated 
composition having sustained time release capabilities. 

15 EXAMPLE 180 

The procedure of Example 144, except that the commercial product, perfluorolodide, is used in place of 
perftuorodecafln to provide a contrast medium including 40% w/v of perfluorolodide. 

In one embodiment a method of maintaining tissue of an organ of a mammal viable, outside of the mammal's 
body comprising Immersing the tissue or organ in the composition as claimed herein to maintain the viability of 
20 the tissue or organ until said tissue or organ is attached to a mammal. 

In another embodiment a method of preparing a perhatogenated composition includes mixing an aqueous 
solution of water, a surface active agent, and a perhaiogenated compound under conditions to form a 
two-phase aqueous coacervate system and contacting the perhaiogenated physioiogicaHy-active compound 
with one or both of the two-phases to envelope the physiologically-active compound, bound in particles, within 
25 a coacervatebased aqueous film; said particles having a particle size of less than 1000 microns. 



Claims 

30 

1. A method of preparing a composition useful as a system to introduce and transport medically useful 
compositions in the body of mammals by oral, tissue absorptive, inhalation, or parenteral administration; 
the method being characterised in that ft comprises forming a core material comprising core particles of a 
material having a desired particle size; forming a mixture of one or more surface active agents, water and 

35 one or more physiologically-active compounds and emulsifying the mixture to produce a two phase 

coacervate composition comprising a coacervate phase and an equilibrium water phase, the 
physiologically-active compound being contained in one or both of said phases; forming the core material 
particles with one or both of the coacervate phases or contacting the core material with one or both of the 
coacervate phases to embed the physiologically-active compound within a coacervate-based core 

40 material matrix or to encapsulate the core material particles within an encapsulating coacervate-based 

film containing the physiologically-active compound. 

2. A method as claimed In claim 1 further characterised by emulsifying and microemulsifying the core 
material with an emulsifying agent and water under conditions to form coacervate particles in the matrix 
useful for oral administration having a particle size less than about 10 microns, preferably less than 

45 about 1 micron. 

3. A method as claimed in either claim 1 or claim 2, characterised in that the surface active agent is a 
polymerized phospholipid, preferably polymerized lecithin, cephaiin, Isolecithin, sphingomyelin, phos- 
phatidyl serine, phosphatide acid, phosphatidyl inositol, phosphatidyl choline, or mixtures thereof. 

4. A method as claimed in any one of the preceding claims, characterised in that the coacervate mixture 
50 includes two surface active agents, at least one of which is a polymer having a weight average molecular 

weight of 300,000 or less, the two surface active agents being preferably a phospholid and a surface 
active protein, for example lecithin and polymerized albumin. 

5. A method as claimed in any one of the preceding claims, further characterised by drying the 
composition to form a powder capable of being reconstituted by the addition of a physiologically 

55 acceptable liquid. 

6. A method as claimed in any one of the preceding claims, characterised in that the or each surface 
active agent is added in monomeric form and a polymerization initiator is added to said composition, said 
polymerization initiator being capable of and present in an amount sufficient to polymerize the surface 
active agent during processing of said coacervate mixture. 

60 7. A method as claimed In any one of the preceding claims, characterised in that the core material is 

formed from a coacervate-based matrix and the matrix is encapsulated with a coacervate-based film. 

8. A method as claimed in any one of the preceding claims, characterised in that the 
physiologically-active compound comprises insulin, an atrial peptide, or a perhaiogenated compound, for 
example a perftuorinated hydrocarbon, perfluoroiodinated hydrocarbon, perfluorinated amine, perfluo- 

65 roiodinated amine, perfluorinated ether, perfluoroiodinated ether, perfluorinated hydrocarbon-iodine 
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complex, or mixtures thereof, preferably perfkiorodecalin, perfluorotododecalln, perfkjorotributyl amine, 
perfluorotripropyiamine, perfhJoro-N,N-dJmethylcyclohexy!m thytemine, parftu rotrimetriyl-bicy- 
ct [3.3.1]nonane,lodlnatedperflu rodecalinorperfluorolodide. 

9. A meth d as claimed fn any one of the preceding claims, characterised in that the physiologically 
active compound Kt one or both of the two coacervate phases is bound as partlcted fn a coacervate matrix 5 
and within a coacervate-based aqueous film; and further including the steps of separating the particles; 
and adding a hydrocolioid to the particles in an amount of 2-20% w/v based on the weight of the 
coacervate mixture to form a gel-like surface fflm surrounding the physiologically active compound. 

10. A method as daJmed in any one of the preceding claims, characterised by adding an antf-oxjdant to 

the coacervate mixture during preparation. jo 

11. A method as claimed In any one of the preceding claims, characterised in that it Includes the step of 
adding a physiologically acceptable alcohol to the coacervate mixture to form a three layer fiquid 
comprising a lower polar layer, a middle layer, and an upper non-polar layer; separating the middle layer 
from the other two layers; adding a second surface active agent to the separated middle layer to form a 
second two-phase liquid comprising a lower polar layer and an Upper non-polar layer; and Adding a 15 
physioiogically-active compound to one or both of said layers formed from said second two-phase liquid. 

1 2. A method as claimed in claim 1 1 , characterised to that the second two-phase Squid te separated into 
a lower polar layer and an upper non-polar layer and a water-insoluble compound is added to the Upper 
non-polar layer. 

13. A method as claimed in claim 11. characterised in that the phyaiobgicaAy-actrve compound is 20 
water-soluble, and is contained within the lower polar layer of said second two-phase flqutd. 

14. A method as claimed in any one of the preceding claims, characterised in that the core particles fere 
encapsulated by a coacervate-based fflm ; and in that the encapsulated particles are contacted with a 
second coacervate composition to form an additional coacervate-dertved film on the particles. 

15. A method as claimed In claim 14, characterised in that the second coacervate composition contains 25 
0.1 to 50% by weight of an additional physlologicaify-active compound, based on the total weight of the 
second coacervate composition. 

1 6. A composition prepared by a method as claimed in any one of the preceding claims. 

17. A composition as claimed in claim 16, characterised in that the physlotoglcaily-actrve compound is 
contained within a liposome core material, preferably enveloped within an aqueous coacervate-based fflrn so 
to prevent the liposome from unraveflhig prematurely. 

18. A composition as claimed in claim 17, characterised in that the liposome containing the 
physioiogically-active compound is formed prior to encasing the liposome within the coacervate-based 
film, and wherein the coacervate-based film comprises an aqueous colloid-rich phase, or an aqueous 
collold-poor phase, or a combination of both phases. 35 

19. A composition as claimed in any one of claims 16 to 18. characterised in that the coacervate-based 
film comprises an aqueous colloid-rich phase, or an aqueous colloid-poor phase, or a combination 
thereof from the coacervate mixture. 

20. A composition as claimed in any one of claims 16 to 19, for introduction into the bloodstream of a 
mammal, characterised in that it further comprises glycerol esters selected from the group consisting of a 40 
monoglyceride, a digrycerlde, a triglyceride, and mixtures thereof; said prr/slologlcally-actrve compound 
being dissolved or dispersed in the glyceride. 

21. A composition as claimed in claim 20, characterised in that the glyceride Is a mono or dlglycertde 
having 4 to 24 carbon atoms, preferably 8 to 18 carbon atoms. 

22. A composition as claimed In either claims 20 or 21, characterised in that it Includes ah effective 45 
amount of soiubilizing agent capable of increasing the solubility of the physioiogically-active compound in 

the glyceride, said agent being preferably a hydrogenated oil or an unsaturated oil. 

23. A composition as claimed in any ohe of claims 20 to 22, characterised in that the glyceride contains 
1% by weight to 50% by weight of a hydrogenated oil or an unsaturated oil, preferably In an amount of 
about 5% by weight to about 15% by weight of the glyceride. so 

24. An orally ingestible composition as claimed in any one of claims 16 to 23. 

25. A composition as claimed in claim 24 for increasing the circulatory volume or Introducing Iron and/or 
oxygen Into the circulatory system of a mammal characterised in that the physiologically-active 
compound comprises an iron containing molecule capable of carrying and releasing oxygen or an oxygen 
solvent. 55 

26. A composition as claimed in claim 25, characterised in that the Iron-containing molecule capable of 
carrying and releasing oxygen is a heme, a hemoprotein, a heme-hemoprotein complex, pyridoxllated 
polymerized hemoglobin, polymerized hemoglobin; or a mixture thereof. 

27. A composition as claimed in claim 24, for controlling the caloric Intake of a mammal characterised In 

that the composition includes a perhalogenated compound in an amount of from about 30% w/v to about 60 
5Wo w/v based on the total weight of the composition. 

28. A composition as claimed in claim 24 for increasing the oxygen content In the circulatory system of a 
mammal characterised in that the physiologically-active compound is a combination of a perhalogenated 
compound and a compound selected from the group consisting of an Iron-containing molecule capable of 
carrying and releasing oxygen and an oxygen solvent; said aqueous coacervate system comprising ah t& 
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aque us colloid-rich phase, an aqueous colloid-poor phase, or a c mbinatfon thereof; wherein the 
coacervate phase includes the perhal genat d compound, and Ither an iron-containing molecule 
capable of carrying and releasing oxygen or an oxygen solvent, or a combination thereof. 

29. A composition as claimed in claim 28, characterised in that the iron-containing molecule capable of 
carrying and releasing oxygen is selected from the group consisting of heme; a hemoprotein, a 
heme-hemoprotein complex; pyridoxylated hemoglobin; pyridoxytated polymerized hemoglobin and 
mixtures thereof. 

30. A contrast medium for introduction into the circulatory system of a mamma! comprising an orally 
ingestible or tnjectible composition as claimed In any one of claims 16 to 23. 

31. An anaesthetic composition as claimed in any one of claims 16 to 23, characterised in that the 
composition includes an anaesthetic added to the composition during preparation. 

32. An injectibte composition comprising a composition as claimed in any one of claims 16 to 23. 

33. A method of administering a physiologically-active compound to a mammal comprising topical 
application of a coacervate composition according to any one of claims 16 to 23 on the skin of a mammal; 
and applying sound waves to the topically applied coacervate composition to drive the physiologically-ac- 
tive compound into the skin. 

34. A composition as claimed In any one of claims 16 to 23 for increasing the circulatory volume or 
introducing iron and/or oxygen into the circulatory system of a mammal by establishing fluid 
communication between the mammal's circulatory system and the composition. 
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@ Drug delivery compositions and methods. 

tDrug delivery compositions yield new and unexpected 
jrees of stabilization, solubilization and delivery of incorpor- 
ated medicaments, drugs, or other physiologically-active com- 
pounds. The compositions enable administration of drugs and 
other medically useful compounds via a variety of routes. More 
particularly, a drug delivery system or composition including 
one or more monomeric or polymerized surface active agents 
allows for rapid dissolution and smooth liberation of any desired 
incorporated drug or combinations, and the method of 
preparing the drug composition: In one embodiment, the 
^ physiologically-active compound is encapsulated by a coacer- 
^ vate-derived film, and the finished product is suitable for 
transmucosai administration. Other formulations of this inven- 
tion may be administered via inhalation, oral, parenteral and by 
transdermal routes. 
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Description 

Th present inv ntion r lat s to a stable drug delivery composition in oral dosage form or capable of 
new and unexpected stabilization, solubilization and delivery of stable drug components in parenteral form 

5 at the pH of body tissue. More particularly, the present invention is directed to a drug delivery system or 
composition that allows for rapid dissolution and smooth liberation of any desired drug either orally or 
parenterally without precipitation, and the method of preparing the drug composition. In accordance with 
one embodiment of the present invention, liposomes and their contents can be enveloped in a coacervate- 
based film to prevent disintegration of liposome vehicles. 

w Drugs now in common use often require formulation compromises in order to prepare the marketed 
product. Thus, many parenteral compositions must be prepared using the salt of the parent compound and 
an excessive pH. 

The instability of many useful drugs and other useful medical compositions poses other formulation 
problems. At present, emulsions, microemulsions and liposomes constitute the principal approaches to 
75 these problems. While such dosage forms are an advance over older forms, they are often associated with 
rratic bioavailability and instability of their own. 

The herein disclosed invention comprises a method to prepare compositions and compositions which 
deliver medically useful compositions effectively. The method is based upon the use of a non-toxic aqueous 
coacervate; said method produces stable microemulsions comprised of particles in which one or more 
20 pharmaceutical components have been incorporated. Through the process of this invention particles are 
nveloped by a coacervate-based film. The compositions of this invention may be administered orally, 
parenterally or by tissue absorption, as required. 

The disclosed method enables the preparation of particles of any desired size and any degree of 
particle surface film hardness, any number of coacervate-derived films of any desired thickness, or any 
25 combination of particle sizes and surface hardnesses. In preferred compositions prepared by the disclosed 
invention, the particle size is 1 urn (micron) or less. The pharmaceutical component(s) may be any water 
soluble or water insoluble medically useful composition or combinations of such compositions. 

The inventor has previously disclosed compositions based on a coacervate system using albumin and 
lecithin as principal components of the system. However, by polymerizing one or both of these compo- 
30 nents, the inventor has not only simplified the method but unexpectedly produced a preparation with vastly 
improved encapsulating capability. Details of this improvement are presented in the Experiments Section. 

While there are apparent similarities to the inventor's prior art, this application differs significantly in 
several important aspects. Thus, encapsulation is a fundamental aspect of the inventor's prior art and the 
present invention. However, by polymerizing one or more of the surfactants used in the present invention, 
35 and/or by modifying the previously disclosed processes, the proportion of the pharmaceutical component 
incorporated in the present formulation is approximately two to six times greater than that of formulations 
disclosed earlier. 

The intravenous delivery of many pharmaceutical preparations has been limited to the use of aqueous 
singular systems, as discussed, based upon the salt of a parent compound and/or the dissolution of the 

40 compound by agents such as a propylene glycol or alcohol. Other known systems which function primarily 
as blood substitutes, however, are able to solubilize and deliver drugs infused therein to a restricted degree. 
U.S. Patent No. 4,343,797 discloses a method of preparing a synthetic blood substitute based upon a two- 
phase heterogeneous physico-chemical system which provides for oxygen transport and other physiological 
functions inherent to whole natural blood. In U.S. Patent No. 4,439,424 a preferred synthetic blood 

45 composition comprises albumin, water, sodium chloride, urea and lecithin in the form of a two-phase 
coacervate system which is rendered isotonic with human blood by the addition of controlled amounts of 
the sodium chloride. U.S. Patent Nos. 4,558,032, 4,539,204 and 4,596,778 relate to gelatin based synthetic 
blood substitutes based upon a two-phase coacervate system utilizing respectively, gelatin and acacia; two 
gelatins; modified fluid gelatins of different isoelectric points; and gelatin or modified gelatin and lecithin. 

so U.S. Patent No. 4,547,490 discloses a further coacervate synthetic blood derived from an aqueous solution 
containing albumin, sodium chloride and lecithin in a nonpolar or semipolar solvent. 

These known products have been found to be capable of carrying drugs, but have been designed to 
serve as a resuscitative fluid much in the manner of whole natural blood. One of the principal formulation 
problems successfully addressed by the aforementioned patents is maintenance of the structure and 

55 integrity of the microparticles (synthocytes) which comprise the composition. 

The hemoglobin component of this composition (i.e., stroma-free hemoglobin, pyridoxilated-polymerized 
hemoglobin, liposome encapsulated hemoglobin and the like) remains functional and ncapsulated within 
the microparticles (synthocytes) until the particles are metabolized and liminated from the body. Encap- 
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sulation of th hemoglobin compon nt not only preserves functionality but reduces or eliminates endotoxic 
reactions associated with non- ncapsulated hemoglobin. The term "synthocyte" as used in this specifica- 
tion refers to the microparticles of this invention, the particles being 1 urn (micron) or less in any single 
dimension when administered parenterally, and comprised of a coacervate-based matrix which contains the 

5 active component(s); and a coacervate-based film which envelopes the contents of the microparticte and 
constitutes the outer surface of the particle. The enveloping film may be comprised of one or more layers 
as required to prepare the desired composition. In this specification the terms "particle", "synthocyte" and 
"microparticle" will be used interchangeably. 

Another example of a coacervate-based system is disclosed in International application 

10 PCT/US85/00859, published November 21, 1985, relating to an oral dosage composition and method of 
preparation to enable the oral administration of insulin. The problems addressed by the disclosed 
coacervate system, however, include the need for protection of the insulin against degradation by enzymes, 
and factors such as the acid-base balance and other gastrointestinal conditions and processes. The 
coacervate-based film envelopes each individual insulin molecule to inhibit the interaction between the 

T5 insulin component and the degrading conditions. 

The prior art describing the liposome technology includes the following: The Ash and Hider U.S. Patent 
No. 4,448,765 filed July 3, 1979 entitled LIPOSOMES AND THEIR USE IN TREATING HUMAN OR OTHER 
MAMMALIAN PATIENTS, describes microvesicles which are reportedly stabilized by the incorporation of a 
polymer having at least six atoms attached to the backbone thereof; said vesicles incorporating a 

20 physioplogically-active substance. Kelly U.S. Patent No. 4,356,167 entitled LIPOSOME DRUG DELIVERY 
SYSTEMS, filed June 22, 1981, describes a liposome medicament delivery system wherein the medica- 
ment is in an aliphatic liquid-sterol-water lamellae. The lipid may be a sodium or potassium salt of a C* to 
Cis fatty acid and the sterol may be cholesterol. Kao, Y. and Loo, T., Pharmacological Disposition of 
Negatively Charged Phospholipid Vesicles in Rats, J. of Pharm. Sci. 59;11, 1980, pp. 1338-1343 contains a 

25 report of experiments which investigated the pharmacological disposition of four negatively charged 
phospholipid vesicles. Gregoriadis, G., the Carrier Potential of Liposomes in Biology and Medicine; N.E. J. 
of Med. Vol. 295, No. 13, 1976, describes the use of liposomes to carry a large variety of biologically 
interesting compositions including hormones, drugs, steroids, vitamins, viruses and other compositions such 
as histamine. Doucet, D., et al; Oxygen Binding of Artificial Erythrocytes, in Proceedings of Int. Soc. of Artif. 

30 Organs, 5, (Supp) 1981, pp. 392-395, describes the use of liposomes to incorporate a concentrated 
hemoglobin solution. Gaber, B„ et al; Encapsulation of Hemoglobin in Phospholipid Vesicles, FEBS Letters, 
Vol. 153, 2, 1983, pp. 285-287, describes a method to encapsulate hemoglobin in phospholipid vesicles. 
Gruner, S., Novel Multilayered Lipid Vesicles: Comparison of Physical Characteristics of Multilamellar 
Liposomes and Stable Plurilamellar Vesicles, Biochemistry, 24, 1985, 2833-2842, discusses the effects of 

35 osmotic compression on the production of various liposome compositions; Szebeni, J. et al.; Encapsulation 
of Hemoglobin in Phospholipid Liposome; Characterization and Stability; Biochemistry; 24, 1985, 2827-2832, 
reports the encapsulation of hemoglobin in liposomes of different lipid composition. Blood Policy and 
Technology; Office of Technology Assessment, U.S. Congress, U.S. Government Printing Office, 1985, pp. 
146-151, reports the methods of formulation and the difficulties encountered in using liposome based blood 

40 substitutes. 

It is important to emphasize that liposomes differ from the coacervate preparations previously discussed 
and herein disclosed in mode of manufacture, and in physical and structural properties. 
Coacervates are used in the preparation of the compositions of this invention. 

The Ecanow et al United States Patent No. 4738952, filed December 20, 1985, describes a synthetic 
45 whole blood wherein the coacervate system is produced from lecithin dispersed in an aqueous solution 
containing albumin and sodium chloride; said system enabling a more effective use of the incorporated 
pyridoxilated polymerized hemoglobin. 

The Ecanow United States Patent No. 4849405, describes an oral dosage form of insulin based on the 
use of a coacervate system comprised of lecithin, albumin, and insulin, 
so The Ecanow United States Patent No. 4794000, describes an oral drug delivery system based on a 
dextranpolyethylene glycol coacervate. 

There are fundamental differences between this invention and the inventor's prior art. In some 
instances, e.g., the blood substitute formulations, are based on precisely opposite theoretical and functional 
characteristics. Thus, the blood substitute formulations are based squarely on a gas exchange system. In 
55 this instance, oxygen is absorbed by the hemoglobin component of the synthocyte and released from the 
hemoglobin to the tissues according to oxygen tensions. This phenomena is represented in whole blood 
and some blood substitutes by a sigmoid curve. In contrast, in this invention, the drug is released from 
encapsulation; the release can be represented by a straight line function or by an xponential rate of 
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release. 

Further, the inv ntor's blood substitutes are specifically formulated to maintain th hemoglobin compo- 
nent in an encapsulated state up to th time th synthocyte and its contents are metabolized. In th present 
invention, the formulations are designed to release the drug from the synthocyte promptly after administra- 
5 tion. The present invention provides for a variety of routes of administration; the inventor's blood substitutes 
are restricted to intravenous injection. 

SUMMARY OF THE INVENTION 

io The method of this invention enables the preparation of carrier vehicles useful for the delivery of 
medically useful compositions for man and animals. The finished products of this invention range from a red 
blood cell substitute (resuscitation fluid) to aqueous based formulations of water insoluble, water soluble and 
water sensitive drugs. 

The fact that in the method of this invention, aqueous formulations successfully incorporate and deliver 
75 water insoluble and water sensitive drugs is evidence that this invention constitutes a significant advance in 
th state of the art. 

The aqueous based compositions of this invention comprise one or more of a large variety of surface 
active agents, that is, molecules which are non toxic and endogenous or exogenous to the body and can 
include one or more monomeric, polymerized or polymerizable surface active agents, particularly a 

20 polymerized form of a protein such as albumin and/or a polymerized form of a phospholipid such as lecithin 
and may include one or more surface active agents either in polymeric or monomeric form, including 
lecithin, albumin, gelatin, modified liquid gelatin, acacia gel and combinations thereof. Finished products of 
this invention may be administered by oral, parenteral, transdermal, transmucosal or inhalation routes, or by 
combinations of these routes. 

25 Formulations prepared according to the method of this invention are stable, pharmacologically-active 
and will not precipitate in body tissue or fluid. Parenteral drugs now prepared to an excessive pH can be 
reformulated using the method of this invention. The resulting product will have improved bioavailability and 
absorption; said reformulation will reduce or eliminate pain and tissue damage associated with injection of 
drugs with an excessive pH. The physiologically-active compounds, such as a drug, may be in a 

30 concentrated form, or may be dissolved or suspended in a carrier, e.g., a liquid carrier, such as an oil, 
glyceride, lipid, coacervate phase(s) or within a film carrier such as a liposome. In one embodiment, a 
liposome is encapsulated in a coacervate-based matrix or coacervate phase and/or coacervate-based film to 
prevent the liposome from unravelling prematurely. 

Either prompt or sustained release characteristics or mixtures thereof, can be manufactured by the 

05 method of the present invention, into the circulatory system without being absorbed through the lining of the 
Gl tract. The formulations are stable, pharmacologically active and will not precipitate in body tissue or fluid. 
The drug delivery formulations of this invention include emulsions, microemulsions and coacervate phase 
ncased liposomes. In those delivery formulations which are prepared to an excessive pH and are 
administered parenterally, the herein disclosed formulations will improve dissolution, be free of the 

40 pharmacokinetic distortions associated with current drug vehicles and reduce or eliminate pain and tissue 
damage. Use of this invention for orally administered drugs or other medically useful compositions 
significantly improves their bioavailability and absorption. In brief, this invention comprises a coacervate 
system containing at least one monomeric or polymerized surface active compound which can be 
processed to result in a composition including one or more physiologically-active compounds coated or 

45 encased with a coacervate phase film and may be in the form of a microemulsion to stabilize and improve 
the dosage forms specified above. The physiologically-active compounds, such as a drug, may be in a 
concentrated form, or may be dissolved or suspended in a carrier, e.g., a liquid carrier, such as an oil or 
glyceride, or within a film carrier such as a liposome. In one embodiment, a liposome is encapsulated in a 
coacervate based matrix or coacervate phase and/or coacervate based film to prevent the liposome from 

so unravelling. 

The method of this invention enables the preparation of carrier vehicles useful for the delivery of 
medically useful compositions for man and animals. Thus, the disclosed method can be used to produce a 
composition which comprises a red blood cell substitute (resuscitation fluid); if desired, by modifying the 
method, it will produce an effective plasma expander. The method of the present invention using a 
55 polymerized or polymerizable surface active agent constitutes an improvem nt in incorporating ability 
ranging from two to six times greater than that of the inventor's previously disclosed methods. 

The delivery systems of this invention encompass emulsions, microemulsions, encapsulated liposomes, 
suspensions, gels and microsuspensions. The size of the coacervate-based encapsulated particles which 
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comprise the finished products of this invention extend from the nanogram range to about one micron when 
administered parenterally. Larger size particles may be made by the disclosed method if required. Filtering 
procedures may be used to insure appropriate particle size. This invention envisages compositions in which 
particles 1 urn (micron) or less are mixed with particles 2 urn (microns) or more. 

5 In this invention, the pharmacologically-active component is bound to or embedded in the coacervate 
matrix comprising the pharmacologically-active compounds held in a coacervate matrix of the equilibrium 
water phase and/or the coacervate phase forming a particle; and the particle, including the pharmacologi- 
cally-active component and equilibrium water and/or coacervate phase (forming the coacervate matrix) is 
then encapsulated by a coacervate-based film. The coacervate-based film can contain one or more 

70 pharmacologically-active component(s), and layered films can contain no, or different, pharmacologically- 
active components. The film can be prepared to any degree of structure (hardness) ranging from soft (semi- 
gel like) to rigid. The method provides for a mixture of particle sizes if desired, and for any degree of 
surface film hardness, any number of surface films with or without an active compound, or combinations 
thereof. 

75 In accordance with one embodiment of the present invention, a perhatogenated compound and a two- 
phase aqueous coacervate system are combined to yield a useful composition that can be used to 
solubilize and stabilize physiologically-active compounds. The resulting products can be administered orally 
or parenterally, preferably intravenously, to perform such useful functions as acting as a barrier to food 
absorption to assist in weight reduction programs; as an oxygen-transporting contrast medium; and/or as a 

20 resuscitation fluid. The method and composition of the present invention also can be used to solubilize and 
stabilize non-polar physiologically-active pharmaceutical compounds, such as drugs, enzymes, biologicals, 
peptides, antimicrobials, anesthetic agents, or combinations thereof. Surprisingly and unexpectedly, accord- 
ing to the present invention, the anesthetic agents, including gases, liquids and liquifiable gases, can be 
incorporated into the composition of the present invention. In general, the composition and method of the 

25 present invention facilitates the manufacture of medically-useful products and facilitates the introduction of 
these medically-useful products into the body. 

In accordance with another embodiment, the physiologically-active compound is a heme, hemoprotein, 
and/or a heme-hemoprotein complex, such as stroma-free hemoglobin; polymerized hemoglobin; and/or 
pyridoxilated, polymerized hemoglobin; and/or an oxygen solvent to augment the oxygen transport capabil- 

30 ity of the body, to treat for several of the anemias and/or to act as an oxygen-carrying plasma extender. 

OBJECTS OF THE PRESENT INVENTION 

Accordingly, an object of the present invention is to provide a composition and a method of making the 
35 composition wherein one or more physiologically-active compounds are encapsulated by an aqueous 

coacervate-based film containing at least one monomeric or polymerized surface active compound to 

provide unexpected stability to the composition. 

Another object, of the present invention is to provide a composition and a method of making the 

composition wherein one or more physiologically-active compounds is dissolved or dispersed in a liquid 
40 carrier and the carrier and compound are encased in an aqueous coacervate-based matrix containing at 

least one monomeric or polymerized surface active compound, the composition including an aqueous 

colloid-rich phase or an aqueous colloid-poor phase or a combination of both phases from a two-phase 

coacervate system. 

Another object of the present invention is to provide a composition and a method of making the 
45 composition wherein one or more physiologically-active compounds is dissolved or dispersed in a liquid 
carrier, such as a glyceride, and the carrier and compound are encased in an aqueous coacervate-based 
matrix containing at least one surface active compound including an aqueous colloid-rich phase or an 
aqueous colloid-poor phase or a combination of both phases from a two-phase coacervate system, thereby 
preventing the compound from diffusing out of the composition prematurely, and to prevent degradation of 
so the compound by body fluids. 

Another object of the present invention is to provide a composition which includes one or more 
physiologically-active compounds in concentrated form or in a solid or liquid carrier, encased in an aqueous 
coacervate-based matrix containing at least one surface active compound, particularly a film containing an 
aqueous colloid-rich phase. 

55 Still another object of the present invention is to provide a composition and a method of making the 
composition wherein previously ncapsulated physiologically-active compounds, such as compounds en- 
capsulated in a liposome, are further stabilized by encapsulation in an aqueous coacervate-based matrix 
containing at least one surface active compound to prevent the compound from leaking by preventing the 
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liposome from unravelling prematurely. 

A further object of the present inv ntion is to provide a composition and a method of making the 
composition wherein one or more physiologically-active compounds are encapsulated in an aqueous 
coacervate-based matrix containing at least one polymerized surface active compound, the matrix including 

5 a colloid-rich or a colloid-poor phase, or a combination of a colloid-rich and a colloid-poor phase to stabilize 
the physiologically-active compound and prevent the compound from prematurely leaking out of the 
coacervate-based film, and to prevent compound-degenerative materials, such as enzymes, or other 
digestive fluids, from reaching and degenerating the compound. 

It is a further object of the present invention to provide a non-toxic, two-phase aqueous coacervate- 

10 based composition, including a non-toxic perhalogenated compound, such as a perhalogenated hydrocar- 
bon and/or a perhalogenated amine, to solubilize and stabilize physiologically-active compounds, such as 
drugs, enzymes, biologicals, peptides, antimicrobials, anesthetic agents, oxygen carriers, contrast media 
and mixtures thereof, and to facilitate the oral or parenteral introduction of the physiologically-active 
compound into the body. 

75 Another object of the present invention is to provide a composition and method of making the 
composition wherein one or more physiologically-active compounds are encapsulated by an aqueous 
coacervate-based matrix containing a polymer of lecithin to substantially and unexpectedly increase the 
yield or amount of physiologically-active compound capable of being carried in the composition. 

Another object of the present invention is to provide an aqueous coacervate-based composition, 

20 incorporating heme, hemoproteins, or a heme-hemoprotein complex, that can be used to increase the 
oxygen-transport and iron-transport capabilities of the body, to treat various anemias and/or to extend 
plasma volume. 

Another object of the present invention is to provide a coacervate matrix enveloping one or more 
physiologically-active compounds wherein the coacervate matrix includes a plurality of surface active 
25 compounds one of which is polymerized albumin or polymerized lecithin. 

Another object of the present invention is to provide a composition and method of making the 
compound wherein a three-layer coacervate system is formed using a physiologically-acceptable alcohol, 
and the middle layer, comprising an aqueous colloid-rich phase, is separated from the other two layers and 
then formed into a second, two-phase coacervate system with one or both phases or layers suitable for 
30 encapsulating a physiologically-active compound for oral, tissue-absorptive, or parenteral administration. 

Another object of the present invention is to provide a composition and a method of making the 
composition wherein one or more physiologically-active compounds is dissolved or dispersed in a liquid 
carrier, such as a glyceride, and the carrier and compound are encased in an aqueous coacervate-based 
film including an aqueous colloid-rich phase or an aqueous colloid-poor phase or a combination of both 
35 phases from a two-phase coacervate system, thereby preventing the compound from diffusing out of the 
composition prematurely, and to prevent degradation of the compound by body fluids. 

The above and other objects and advantages of the present invention will become apparent from the 
following detailed description of the preferred embodiments. 

40 DETAILED DESCRIPTION OF THE PREFERRED EMBODIMENTS 

The present invention provides for a stable drug delivery composition useful for the oral administration 
or tissue lining absorption of drugs and other medically useful compositions and for the stabilization, 
solubilization and delivery of pharmacologically active substances as parenterally administrable drugs at the 
45 pH of body tissue. The compositions of the present invention are derived from a non-toxic two-phase 
aqueous coacervate system forming a matrix containing at least one polymerized surface active compound, 
one phase of which is colloid-rich, semipolar to nonpolar in character and capable of solubilizing oil-soluble 
and water-insoluble components; and the second phase of the coacervate composition is colloid-poor, 
semipolar to polar in character and capable of solubilizing water-soluble and, to a lesser degree, water- 
so insoluble components. The polar phase of a coacervate composition is made of strong, dipolar from 0.1 D to 
0.8D. The nonpolar phase is made up of molecules have little or no dipole character, generally in the range 
of 0 to 0.1 D. See Remington's Pharmaceutical Sciences, Mack Publishing Company, 1973, pp. 241-242. To 
a limited degree, however, the colloid-poor phase may be able to solubilize some apparently water-insoluble 
compounds, the colloid-rich phase being insoluble and in equilibrium with said colloid-poor phase. In this 
55 invention, a drug is incorporated in the coacervate phase based matrix and encapsulated comprises a 
medically useful, surprisingly stable composition suitable for oral, parenteral, transdermal, transmucosal or 
inhalation administration or combinations of such modes of administration. 
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As used in this invention the term, "transmucosal" means that a formulation of this invention is applied 
dir ctly to any of the accessible mucosal membraneous tissues of the body. The term, "transdermal" is 
used to mean a formulation applied directly to the surface of the skin. "Tissue absorptive" includes both 
transdermal and transmucosal. The terms, "oral", "parenteral" and "inhalation" are used as per conven- 

5 tional definitions. In this invention, the oral route means that any oral dosage form can be accommodated, 
i.e., tablets, capsules, liquids, particles, and the like. 

The term "drug" is defined by the Federal Food, Drug and Cosmetic Act, and as used in the present 
disclosure, is "articles recognized in the official United States Pharmacopoeaia , offical Homeopathic 
Pharmacopoeaia , or official National Formulary or any supplement to any of them". Further clarification of 

70 this definition is supported by Remington's Pharmaceutical Sciences , which states "drug" to mean "any 
article contained in the above-cited references which is used in the process of diagnosis, cure, treatment, 
mitigation or prevention of disease in man and animals". Remington's Pharmaceutal Sciences , (Easton, Pa.: 
Mack Publishing Co., 1975), p. 1843. All drugs as encompassed by any of these definitions can be 
incorporated into the coacervate compositions of the present invention for oral or parenteral administration 

75 to mammals. 

It is known that the active components of many parenteral drugs such as antibiotics, anesthetics, 
anticancer agents, hypertensive compounds, and the like, are insoluble or only slightly soluble at the pH of 
plasma or tissue fluids and as such, the procedures commonly employed to deal with this problem include 
use of the salt of the parent compound and/or use of propylene glycol and/or alcohol as a solubilizing 

20 agent(s) for the drug. Physician's Desk Reference , (oradell, N.J.: Medical Economic Co., 1986). 

U.S. Pharmacopoeaia , indicates that of the injectable drugs used in the direct medical treatment of 
diseased states, approximately 200 are prepared from the salt of the parent compound and administered at 
a pH which differs significantly from that of body tissue. It follows from accepted pharmaceutic principles 
that when a drug based upon the salt of a parent compound is injected, the intracellular and extracellular 

25 water at the site of injection will buffer the drug sufficiently to alter its pH and cause a quantity of it to 
precipitate out of solution and into the injected site. 

The following list illustrates the extensive use of the salt of the parent compound in injectable drugs as 
well as the frequency of an associated excessive pH. As is evident, virtually all classes of drugs are 
represented, and, in accordance with the principles of the present invention, are suitable for formulation in 

30 ali embodiments of the coacervate compositions of the present invention for oral or parenteral administra- 
tion or for tissue absorption. 
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DRUG 2S 

Acetazolamide, Sodim 9.0-10.0 

Alphaprodine HC1 4.0-6.0 

Amicocaproic Acid 6.0-7.6 

Atninosuppurate Sodium 6.7-7.6 

Ami nophy lline 8 . 6-9 . 0 

Aminotryptyline HC1 4.0-6.0 

Amobarbitol Sodium 9.6-10.4 

Anileridine 2.5-3.0 

Amphotericin B 7.2-8.0 

Ampicillin 5.0-7.0 

Anti coagulant Heparin Solution 5.0-7.0 

Arginine HC1 5.0-6.5 

Atropine Sulfate 3.0-6.5 
Atrial Peptides 

Azathioprine Sodium 9.8-11.0 

Benztropine Mesylate 5.0-8.0 

Betaine HC1 0.80-1.2 

Betamathazone Sodium 8.0 

Bethanecol Chloride 5.5-7.5 

Biperiden Lactate 4.8-5.8 

Bleomycin Sulfate 4.5-6.0 

Brompheniramine Maleate 5.8-7.0 
Bupivacaine-Epinephrine Injection 3.3-8.5 

Bupivacaine HC1 4.0-6.5 

Butabartitol Sodium 10.0-11.2 
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Butorphanol Tartrate 3.0-5.5 
Caff eine-Soidum Benzoate Injection 6.5-8.5 

Calcium Glueptate Injection 5.6-7.0 

Calcium Levulinate 6.0-8.0 
Carboprost Tromethiamine Injection 7.0-8.0 

Cefamandole Sodium 6.0-8.5 

Cefamandole Nafate 6.0-8.0 

Caphazolin Sodium 4.5-7.0 

Cafataxime Sodium 4.5-65. 

Ceftizoxime Sodium 4.5-6.5 

Cephalothin Sodium 4.5-8.0 

Caphaprin Sodium 6.5-8.0 

Caphr adine 8.0-9.6 

Cafonocid Sodium 

Chloramphenicol 5.0-8.0 

Chlordiazepoxide HC1 2.5-3.5 

Chloroprocaine HC1 2.7-4.0 

Chlorothiazide Sodium 9.2-10.0 

Chlorpromazine HC1 3.0-5.0 

Cefoperazone Sodium 4.5-6.5 

Chlorphenr amine Maleate 4.0-5.2 

Chloroquine HC1 5.5-6.5 

Chlortetracycline NCI 2.3-3.3 

Clorprothixene 4.0-5.0 

Colchicine Desmopressin 6.0-7.0 

Clindamycin Phosphate 5.5-7.7 

Cimetadine Hydrochloride 4.0-6.0 

Codeine Phosphate 3.0-6.0 

Corticotropin 2.5-6.0 

Cyanocobalami n 4.5-7.0 

Cyclizine Lactate 3.2-4.7 

Cyclophosphamide 3.9-6 . 7 

Cyclospor ine 

Cysteine HC1 1.0-2.5 

Chlorprothixene HC1 3.4 

Dantrolene Sodium 9.5 

Dacarbazine 3.0-4.0 
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Cactinomycin 5.5-7.5 

Daunorubicin HC1 4.5-6.5 

Deslanos ide 5 . 5-7 . 0 

Desmopressin Acetate 3.0-5.0 

Dexamethasone Sodium Phosphate 7.0-8.5 

Diatrizoate Meglumine 6.0-7,7 

Diatrizoate Sodium 4.5-7.5 

Diazepam 6.2-6.9 

Diazoxide 11.2-11.9 

Dibucaine HCl 4.5-7.0 

Dicyclomine HCl 5.0-5.5 

Ditheylstilbesterol Disphosphate 

Digoxin 

Dihydroergotamine Mesylate 3.2-4.0 

Diphenhydramine HCl 4.0-6.5 

Dimenhydr inate 6.4-7.2 

Dobutamine HCl 2.5-5.5 

Dopamine HCl 2.5-5.5 

Dopamine HCl -Dextrose 3.0-5.0 

Doxapram HCl 3.5-5.0 

Doxorubicin HCl 3.8-6.5 

Droperidol 3.0-3.8 

Dhphylline 5.0-8.0 

Edetate Disodium 6.5-7.5 

Emetine HCl 3.0-4.0 

Ephedrine Sulfate 4.5-7.0 

Epinephr ine 2 . 5-5 . 0 

Ergonovine Maleate 2.7-3.5 

Ergotamine Tartrate 3.0-4.0 

Erythromycin 

Erythromycin Ethylsuccinate 6.0-8.5 

Seythroraycin Gluceptate 6.0-8.0 

Erythromycin Lactibionate 6.5-7.5 

Estradiol Valerate 

Ethacrynate Sodium 6.3-7.7 

Ethylnorepinephrine HCl 2.5-5.0 

Etidocaine HCl 11.0 
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Fentanyl Citrate 4.0-7.5 

Floxuridine 4.0-5.5 

Fluorescein Sodium 8.0-9.0 

Fluoracil 8.6-9.0 

Fluphenazine Enanthate 

Fluphenazine HC1 4.8-5.2 

Folic Acid 8.0-11.0 

Furosemide 8.5-9.3 

Fallamine Triethiodide 5.3-7.0 

Gentamycin Sulfate 3.0-5.5 

Glucagon 2.5-3.0 

Glycopyrrolate 2.0-3.0 

Haloperidol 3.0-3.8 

Hepar in-Calci un 5 . 0-7 . 5 

Heparin-Sodium 5.0-7.5 

Hetacillin-Potassium 7.0-9.0 

Hexaf luoreniuro Bromide 4.0-7.0 

Histamine Phosphate 3.0-6.0 

Hyaluranidase 6.4-7.4 

Digitoxin 

Fructose 3.0-6.0 

Hydralazine HC1 3.4-4.4 

Hydrocortisone Sodium Phosphate 7.5-8.5 

Hydrocortisone Sodium Succinate 7.0-8.0 

Hydromorphone HC1 4.0-5.0 

Hydoxocobalamin 3.5-5.0 

Hydroxyzine HC1 3.5-6.0 

Hyoscyamine Sulfate 3.0-4.5 

Imipramine HC1 4.0-5.0 

Iophendylate 6.5-7.7 

Iothalamate Sodium 6.5-7.7 

Iron Dextran 5.2-6.5 

Isobucaine HCl-Epinephrine 

Isoniazid 6.0-7.0 

Isoproterenol HC1 3.5-4.5 

Isoxsuprine HC1 4.9-6.0 

Kanamycin Sulfate 3.5-5.0 
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Ketamine HC1 3.5-4.5 

Leucovorin Calcium 6.5-8.5 

Levallorphan Tartrate 4.0-4.5 

Lidocaine HC1 5.0-7.0 

Lidocaine HC1 Dextrose 3.5-7.0 

Lidocaine HCl-Epinephrine 3.3-5.5 
Lidocaine HCl-Epinephrine Bitartrate 3.3-5.5 

Lincomycin HC1 3.0-6*6 

Magnesium Sulfate 5.5-7.0 

Magnesium Chloride 1.5-2.5 

Methlorethamine HC1 3.0-5.0 

Menotropins 6 . 0-7 . 0 

Meperidine HC1 3.5-6.0 

Mephentermine Sulfate 4.0-6.5 

Mepivacaine HC1 4.5-6.8 

Mepivacaine HCl-Levonordef rin 3.3-5.5 

Meprylcaine HCl-Epinephrine 3.5-5.5 

Mesoridazine Besylate 4.0-5.0 

Metaraminol Bitartrate 3.2-4.5 

Methadone HC1 3.0-6.5 

Methicillin Sodium 5.0-7.5 

Methiodal Sodium 5.0-8.0 

Methocarbamol 3.5-6.0 

Methohexital Sodium 10.6-11.6 

Methotrexate Sodium 8.0-9.0 

Methotrimeprazine 3.0-5.0 

Methoxamine HC1 3.0-5.0 

Methscopolamine Bromide 4.5-6.0 

Methyldopate HC1 3.0-4.2 

Methylergonovine Maleate 2.7-3.5 
Methylpredisolone Sodium Succinate 7.0-8.0 

Metronidazone 4.5-7.0 

Miconazole 3.7-5.7 

Minocycline HC1 2.0-3.5 

Mitomycin 6.0-8.0 

Morphine* Sulfate 2.5-6.0 

Moxalactam Disodium 4.5-7.0 
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Nafcillin Sodium 


6.0-8.5 


Naloxone HC1 


3.0-4.5 


Neostigmine Methylsulf ate 


5. -.6. 5 


Netilmicin Sulfate 


3.5-6.0 


Niacin 


4.0-6.0 


Niacinamide 


5.0-7.0 


Norepinephrine Bitartrate 


3.0-4.5 


Nylidrin HC1 


4.5-6.5 


Orphenadrine Citrate 


5.0-6.0 


Oxacillin Sodium 


5.0-8.5 


Oxymorphone HC1 


2.7-4.5 


Oxytetracycline 


8.0-9.0 


Oxytetracycline HC1 


2.0-3.0 


Oxytocin 


2.5-4.5 


Papaverine HC1 


3.0 or less 


Parathyroid 


2.5-3.5 


Penicillin G Potassium 


6.5-8.5 


Penicillin G Procaine 


5.0-7.5 


Penicillin G Sodium 


6.5-7.5 


Pentazocine Lactate 


4.0-5.0 


Phenobarbital Sodium 


9.0-10.5 


Perphenazine 


4.2-5.6 


Phenobarbital Sodium 


9.0-10.5 


Perphenazine 


4.2-5.6 


Phenobarbitol Sodium 


9.2-10.2 


Phentolamine Mesylate 


4.5-6.5 


Phenylephrine HC1 


3.0-6.5 


Phenytoin Soidum 


10.0-12.3 


Physopstigmine Salicylate 


4.0-6.0 


Phy tonad ione 


3.5-7.0 


Plicamycin 


5.0-7.5 


Posterior Pituitary 


2.5r4.5 


Potassium Acetate 


5.5-8.0 


Potassium Chloride 


4.0-8.0 


Prednisolone Sodium Phosphate 


7.0-8.0 


Prednisolone Sodium Succinate 


5.7-8.0 


Prilocaine HC1 


5.0-7.0 
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3.0-5.5 

3.5-5.0 
4.2-6.2 
4.0-5.5 
4.0-5.5 

4.7- 5.3 

3.5-5.0 

2.8- 4.0 
4.0-7.0 
4.5-5.5 
2.0-3.8 



Procainamide HC1 4.0-6.0 

Procaine HC1 3.0-5.5 

Procaine HCl-Epinephrine 3.0-5.5 

Procaine-Phsnylephrine 

Hydrochlor ides 
Procaine and Tetracaine HC1 

and Levonodefrin 
Prochlorperazine Edisylate 
Promazine HC1 
Promethazine RC1 
Propiomazine HC1 
Propoxycaine-Procaine HC^s- 

Nor epinephrine Bitartrate 
Propanolol HC1 
Protein Hydrolysate 
Pyridostigmine Bromide 
Pyridoxine HC1 

Quinidine Gluconate 

Reserpine 3.0-4.0 

Riboflavin 4.5-7.0 

Ritodrine HC1 4.8-5.5 

Roli tetracycline 3.0-4.5 

Scopolamine HC1 3.5-6.5 

Secobarbital Sodium 9.0-10.5 

Sisomycin Sulfate 2.5-5.5 

Spectinoraycin HC1 3.8-5.6 

Streptomycin Sulfate 5.0-8.0 

Succinylcholine Chloride 3.0-4.5 

Sulf adizazine Sodium 8.5-10.5 

Sulf ixoxazole Diolamine 7.0-8.5 

Superoxide Dismutase 

Terbutaline Sulfate 3.0-5.0 

Testosterone Cypionate 

Testosterone Enanthate 

Tetracaine HC1 3.2-6.0 

Tetracycline HC1 2.0-3.0 

Tetracycline Phosphate Complex 2.0-3.0 
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Thiamine HC1 


2.5-4.5 




Thimylal Sodium 


10.7-11. 


5 


Thiethylperazine Maleate 


3.0-4.0 




Thiopental Sodium 


10.2-11. 


2 


Thiothixene HC1 


2.5-3.5 




Tobramycin Sulfate 


6.0-8.0 




Tolazoline HC1 


3.0-4.0 




Tolbutaminde Sodium 


8.0-9.0 




Triamcinolane Diacetate 


6.0 




Tridihexethyl Chloride 


5.0-7.0 




Trifluoperazine RC1 


4.0-5.0 




Trif lupromzine HC1 


3.5-52. 




Trimethaphan Camsylate 


4.9-5.6 




Trimethobenzamide HC1 


4.8-5.2 




Tr imethopr imsulf amethoxazole 


10.0 




Tromethamine 


10.0-11. 


5 


Tubocurarine Chloride 


2.5-5.0 




Vasopressin 


2.5-4.5 




Vincristine Sulfate 


3.5-4.5 




Vidarabine Concentrate 


5.0-6.2 




Vinclastine Sulfate 


3.5-5.0 




Warfarin Sodium 


7.2-8.3 




Verapamil 


4.1-6.0 





It is to be understood that the above list of drugs is for purposes of illustration and is not provided as an 
all inclusive list of all the drugs which may be beneficially formulated or reformulated using the oral or 
parenteral drug, tissue absorptive, transmucosal, or inhalation delivery compositions of the present inven- 
tion. Other physiologically-active compounds that can be encapsulated in the coacervate compositions of 
the present invention include biologically-active compounds, such as proteins, enzymes, anti-enzymes, 
peptides, catecholamines, anti-histamines, analgesics, and the like. For the purposes of the present 
invention "biological" is defined to mean any medically useful composition derived from a biological source 
and/or a synthetic pharmacological equivalent thereof such as insulin, heme, hemoglobin, and hormones; 
"enzyme" or "enzyme system" is defined to mean any protein or conjugated protein produced biologically 
or synthetically and which functions as a biocatalyst; "peptide" refers to peptides and polypeptides derived 
from either endogenous, exogenous, or synthetic sources and is used to mean polymers of amino acids 
linked together by an amide type linkage known as a peptide bond. Anti-enzymes are chemical or biological 
entities specific to a given enzyme which act to interfere with or terminate the biological activity of the 
enzyme. Other medically useful compositions known to those skilled in the art, for example, globulin, one or 
more glycoproteins, such as erythropoietin, also may be incorporated in the compositions of the present 
invention. 

Drug compounds dissolved in any non-toxic, physiologically-acceptable solvent such as a glycol, for 
example, propylene glycol, and/or alcohol also may be used in the practice of this invention. The procedure 
and quantity of drug incorporated when using such compositions are any desired quantity, such as that 
described. 

The following are examples of standard doses which can be incorporated into the coacervate-based 
matrix-enveloped compositions or products of this invention: 
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Cimetidin HCI 


150 mg/ml 


Diaz pam 


5 mg/ml 


5-Fluorouracil 


500 mg/10ml 


Erythromycin Lactobionate 


1 mg/ml 


Flosuridine 


500 mg/5ml 


Amthoteracin D 


0.1 mg/ml 


Fluphenazine HCI 


2.5 mg/ml 


Heparing Sodium 


1,00-20,000 units/ml 


Haloperidol lactate 


5 mg/ml 


Insulin 


40 units 


Ketamine HCI 


10 mg/ml 


Labeltot HCI 


5 mg/ml 


Lipocaine HCI 


1 0 mg/ml 


Miconozole 


10 mg/ml 


Morphine Sulfate 


0.5-1.0 mg/ml 


Dropendal 


2.5 mg/ml 


Imipramine HCI 


25 mg/2ml 


Phenytoin 


100 mg/ml 


Pentobartital Sodium 


50 mg/ml 


Tetracycline HCI 


250 mg/100ml 


Thiopental Sodium 


0.2 mg/2ml 


Verapamil HCI 


2.5 mg/ml 


Vincristine Sulfate 


1.0 mg/ml 


Fentanyl citrate " 


0.05 mg/ml 


Methylprednisolone Sodium 




Succinate 


40 mg/ml 



Once the drug is solubilized in (held within the matrix of) the colloid-rich phase of the composition of 
30 the present invention and adjustments are made to the pH, if necessary, e.g., to 7.3-7.4 by the addition, for 
example, of either hydrochloric acid or sodium bicarbonate, the preparation may be administered or stored 
in the standard or desired dose in appropriate containers such as ampules, vials, and the like. Alternatively, 
following solubilization of the drug in the coacervate phase, the previously separated colloid-poor phase can 
be added and the resulting mixture emulsified using techniques known to produce microemulsions. 
35 Following adjustment of the pH to, for example, 7.3-7.4, by adding either HCI or sodium bicarbonate as 
required, the preparation is now ready for use or storage. In some instances, as noted previously, the 
colloid-poor phase may be used to solubilize and prepare formulations of polar and semipolar drug 
compositions. 

Other medically useful compositions encompassed by the definition of drugs herein are also delivered 

40 more effectively orally, parenterally or by other means of administration that eventuate in tissue absorption 
of the drug(s) by incorporation into the compositions of the present invention since such incorporation 
improves such parameters as stability, solubility, delivery and the like. Other medically useful compounds 
capable of being incorporated in the compositions of all embodiments of the present invention include 
vitamins, for example, vitamin B complex, vitamins A, D, E and K, vitamin B12, folic acid, and the like. 

45 Additionally, enzymes such as glucagon, lipase, a-amylase, superoxide dismutase, and the like, and 
nutrients such as fats, proteins, amino acids and carbohydrates may be incorporated into the drug delivery 
compositions of the present invention. Nutritional formulations using the compositions of the present 
invention may include both water-soluble and water-insoluble compounds, for example, vitamins, polyunsat- 
urated corn oil, soy oil, triglycerides, amino acids, soy protein isolate, soy lecithin, corn syrup, sucrose and - 

so other nutritional entities known to be useful when normal food intake is precluded or otherwise interfered 
with. Peptide and/or polypeptide compositions, particularly dipeptides and tripeptides, also can be included 
in the compositions of the present invention. Additional active compounds includeable into the coacervate 
compositions of the present invention, particularly for oral administration include Azothioprine; Cyclosprine; 
Monensin; low molecular weight Heparin, Amrinone and other ionotropics; Superoxide Dismutase; Protaglan- 

55 dins; Interferons; Urokinase; hGH (human growth hormone); Aminoglycoside antibiotics; Estrogen; 
Cephalosporins; Androgens; Anti-androgens; Renin Inhibitors; Lipoxygenase Inhibitors; Hypothalmic and 
Pituitary Hormones; Cardiac Glyscosides; Anti-inflamatory steroids; Non-steroid Inflamatory drugs; Van- 
comycin; Tissue Plasminogen Activators; Enzymes such as adenosine deaminase; and blood factors, such 
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as Factor VIII and Factor IX complex. 

Compositions of one embodiment of the present invention comprise one or mor non-toxic monomeric 
or polymeric surface active agents which may be derived from endogenous, exogenous or synthetic 
sources. For purposes -of this invention, they may be selected from any of the classes of surfactants 

5 described by Zographi (Ref: Remington's Pharmaceutical Sciences, pp. 295-296, Mack Publishing Co. 
1976). The polymers are obtained from the following monomers: anionic, cationic, amphoteric, and non-ionic 
surfactants. Surface active agents in the anionic classification include di-(2-ethylhexyl) sodium sulfosuc- 
cinate; non-ionic compositions include polyethylene glycol (PEG) and polymerized esters; and amphoteric 
surface active agents include (1) compounds classified as simple, conjugated, derived, and secondary 

70 proteins such as the albumins; gelatins; modified fluid gelatins; lipoproteins; alpha, beta and gamma 
globulins and glycoproteins, and (2) compounds referred to as phospholipids. The amine salts and the 
quaternary ammonium salts within the cationic group also comprise useful surfactants. Other surfactant 
compounds useful to form coacervates in accordance with the principles of the present invention include 
compositions within the groups known as the polysaccarides and their derivatives, such as chitosan; 

T5 dextran; the mucopolysaccarides; and the polysorbates and their derivatives. Synthetic polymers that may 
also be used include compositions such as polyethylene glycol and polypropylene glycol. Other suitable 
surface active agents that can be used to prepare coacervate compositions useful in accordance with the 
principles of the present invention include pectin, glycoprotein, giycolipid, galactose, and modified fluid 
gelatin. Acceptable coacervate compositions can be made from single surface active agents listed above or 

20 through the use of appropriate combinations thereof. 

Compounds that are not intrinsically surface active may also be used to prepare coacervates provided 
they can be made surface active by chemical or other means. Thus, fatty acids are not considered to be 
surface active compounds; however, when they are reacted with an alkaline chemical entity, the resulting 
reaction products will include one that has surface active properties. For instance, mixing stearic acid with 

25 sodium hydroxide will produce a salt of stearic acid that has surfactant characteristics. 

Virtually all surfactants useful to this invention can by polymerized (e.g., modified fluid gelatin) and used 
in the method and compositions of the present invention. 

As noted above, known synthetic polymers, e.g., polyethylene glycol dextran, a polysaccaride, and the 
like, may be used in this invention. 

30 To achieve the full advantage of the present invention, the coacervate matrix includes at least one 
polymerized surfactant. The polymerized surfactant or a combination of polymerized and monomeric 
surfactants have produced delivery systems that are exceptional in their ability to entrap hemoglobin and 
other pharmaceutical components. 

Surfactants useful to this invention can be polymerized by using, as an example, any of the customary 

35 aldehydes (e.g., gluteraldehyde) and following known procedures associated with the use of the aldehydes 
to produce the polymer form. 

To achieve the full advantage of the present invention, the combination of the surface active compounds 
include polymerized albumin and polymerized lecithin; polymerized albumin and monomeric lecithin; 
monomeric albumin and polymerized lecithin; casein and polymerized lecithin; gelatin and polymerized 

40 lecithin; pectin and polymerized albumin. It should be noted, however, that coacervate compositions useful 
in accordance with the principles of the present invention can be made from selected single surface active 
agents such as polymerized albumin or polymerized lecithin. 

To achieve the full advantage of the present invention, one of the surface active agents should be a 
phospholipid, such as lecithin or polymerized lecithin, in the composition of the present invention. It may be 

45 derived from any suitable source. Egg lecithin is preferred. Other phospholipids such as cephalin, 
isolecithin, sphingomyelin, phosphatidyl serine, phosphatidic acid, phosphatidyl inositol and phosphatidyl 
choline, and combinations thereof, may be used in place of or in addition to lecithin, particularly where the 
other surfactant is polymerized albumin. 

Further, to achieve the full advantage of the present invention, a suitable surface-active protein, such as 

so albumin or polymerized albumin, comprises another component of the compositions of the present 
invention. Albumin derived from any acceptable source, such as human, is acceptable. Other suitable 
surface active proteins include alpha-,, beta- and gamma-globulins, gelatin, modified fluid gelatin, 
lipoproteins, polypeptides and mucopolysaccarides. While albumin is preferred, any suitable, non-toxic 
protein, i.e., simple, conjugated or derived proteins or mixtures thereof, including the globulins may be used 

55 in place of albumin. When globulin is used in the process described in this specification, the finished 
product not only comprises a coacervate but a composition in which the medical usefulness and the activity 
of the gamma globulin is prolonged. 
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The use of an aqueous based coacervate composition as the starting composition for th microemul- 
sions of the finished products of the pr s nt invention distinguishes the compositions of the disclosed 
invention from known microemulsions that ar comprised of a lipid (liquid or solid) or oil phase and a water 
phase. It should be noted that stabilization of known microemulsions by encasing the microemulsions in a 
5 coacervate phase matrix and/or film, in accordance with the principles of the present invention, is an 
important feature of the present invention. 

According to another embodiment of the method and composition of the present invention any non-toxic 
molecule capable of carrying, and releasing oxygen to the bloodstream of a patient, and/or an oxygen 
solvent, preferably a molecule that contains iron, can be used as the physiologically-active component of 
10 the composition. Further, it has been found that, a heme, and/or a hemoprotein and/or a heme-hemoprotein 
complex can be used as the physiologically-active component. Since the heme, hemoprotein and heme- 
hemoprotein complexes contain iron, these preferred compounds possess an important advantage because 
sources for the physiologically-active component include endogenous, exogenous and synthetic composi- 
tions. 

75 As used above and hereinafter, heme is defined to comprise the prosthetic group of hemoglobin. 
However, according to the composition and method of the present invention, prosthetic groups of other 
compositions, such as myoglobins, catalases, cytochromes b and some peroxidases can also can be used 
to form the heme-hemoprotein complexes. The preferred heme molecule for use in the present invention is 
a complex of iron and protoporphyrin 9, type III. Similarly, hemoproteins that can be used above or in the 

20 heme-hemoprotein complex include hemoglobin, ovoglobulin, ovocanalbumin, Cytochrome c, Cytochrome 
P450, polymerized hemoglobin, pyridoxilated-polymerized hemoglobin, ovomucin and iactalbumin. To 
achieve the full advantage of the present invention, when using a hemoprotein or the heme-hemoprotein 
complex combination, hemoglobin of human, bovine, synthetic or genetic engineering sources, in stroma- 
free form, is utilized, as the hemoprotein. 

25 In accordance with an important embodiment of the present invention, all of the components of the 
present invention, and especially the heme, the hemoprotein and/or the heme-hemoprotein complex should 
be be pure and stable. Therefore, either prior to or after incorporating the heme, hemoprotein and/or heme- 
hemoprotein complex into the composition of the present invention, a solution of the heme, hemoprotein 
and/or the heme-hemoprotein complex is treated with a chemical agent that forms stable iron complexes 

30 with the heme, hemoprotein or heme-hemoprotein complex, such as a carbon monoxide or an inorganic 
cyanide, particularly cyanide salts or cyanide complexes, such as sodium cyanide hydrogen cyanide. The 
chemical agent can be removed readily from the heme, hemoprotein and/or heme-hemoprotein complex 
when an excess of oxygen is introduced into the solution. For example, carbon monoxide is bubbled 
through the heme, hemoprotein and/heme-protein solution until all oxygen is removed from the solution. In a 

35 subsequent processing step, the complexed carbon monoxide is removed by introducing an excess of 
oxygen to the heme, hemoprotein and/or heme-hemoprotein complex. In accordance with a new and 
unexpected feature of the present invention, the intimate contact of the solution with carbon monoxide 
stabilizes the heme, hemoprotein and/or heme-hemoprotein complex during the manufacturing process, 
thereby preventing oxidation of the heme, hemoprotein and/or heme-hemoprotein complex. 

40 Further, the composition prepared according to the method of the present invention provides iron that is 
absorbed into the body of humans and other mammals from the heme, hemoprotein and/or the heme- 
hemoprotein molecules as intact heme molecules. This absorption duplicates the natural source and natural 
mode of iron absorption and, therefore, provides a significant improvement over iron compounds now in 
commercial use. For example, usually the iron that is present in such commercial compositions first must 

45 be converted to ferrous iron in the stomach and duodenum before any absorption occurs. 

In accordance with an important feature of the present invention, the heme, hemoprotein and/or heme- 
hemoprotein complex present in the composition after oral administration is protected from degradation in 
the digestive tract by the coacervate phase of the coacervate system. A film of coacervate-phase water 
surrounds and completely coats each heme, hemoprotein and/or heme-hemoprotein complex to protect the 

50 heme, hemoprotein and/or heme-hemoprotein complex from gastrointestinal degradation. The coacervate- 
phase water differs in physical structure from the bulk water which is present in the stomach, thereby 
slowing the diffusion of digestive enzymes in the bulk water. Accordingly, the digestive enzymes are unable 
to penetrate the film of coacervate-phase water that covers each heme, hemoprotein and/or heme- 
hemoprotein complex molecule, thereby reducing the rate of interaction of the enzymes with the heme, 

55 hemoprotein and/or h me-hemoprotein complex. This slow rate of interaction allows physiologically useful 
quantities of h me, hemoprotein and/or heme-hemoprotein complex to avoid degradation and, therefore, to 
pass through the walls of the small intestine and into the circulatory system of the recipient. The protective 
feature afforded by the coacervate phase also operates to protect the oxygen-carrying physiologically-active 
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component(s) against degradation ff cts of pH, acid-base balance and other conditions and process s of 
the gastrointestinal tract. 

In accordance with another important mbodiment of the present invention, liposomes and their 
contents are enveloped with a coacervate-based film -the film being derived from any of the two-phase 

5 liquid aqueous non-toxic coacervate compositions described herein. Liposomes of any acceptable composi- 
tion and of any lamellar structure, i.e., unilamellar, multilamellar, or plurilamellar, or any combination may be 
used in accordance with the principles of this embodiment of the present invention. Further, the liposome 
may contain any of the following physiologically-active components: any oxygen carrying molecule or 
oxygen solvent(s), any drugs, hormones, biologicals, steroids, peptides, tissue plasminogen activators, 

to enzymes, anti-enzymes and/or any other compositions or combinations thereof which are of biological or 
medical interest. Suitable oxygen solvents include perfluorocarbons; the coacervate phase of a lecithin- 
water coacervate solution; the coacervate phase of a lecithin-albumin-water solution, and the like. The 
source of the physiologically-active compound(s) can be either endogenous, exogenous or synthetic or any 
acceptable, non-toxic combination thereof. 

is The liposome embodiment of the present invention comprises a liposome component, the pharmaceutic 
and/or pharmacologic entity(s), or combinations thereof, contained within the liposomes, and a coacervate- 
based matrix and/or film encapsulating the liposome component and its contents. In this embodiment of the 
present invention, liposomes containing the physiologically-active molecule are mixed into a surfactant 
solution such as a solution of polymerized albumin. To achieve the full advantage of this embodiment of the 

20 present invention, the surfactant (polymerized albumin) solution also contains polymerized lecithin and is 
converted to a coacervate phase to form a coacervate matrix and/or film enveloping the liposome 
composition. 

Further emulsification of this mixture produces a composition enveloping the liposome in a coacervate- 
based matrix and/or film. The emulsified composition including the liposome enveloped by a coacervate- 
25 based matrix and/or film then is microemulsified to produce a microemulsion having particles of 1 micron or 
less in size. As an option, microemulsion(s) can be processed further to produce sustained release 
compositions; the methods include application of heat; use of a cross-linking agent, or repeating specific 
process steps. 

As a further option, the composition may be dried, such as by treatment with heat, or freeze dried to 
30 produce a lyophilized product, which can be produced to any desired particle size and reconstituted with 
any physiologically appropriate fluid. When reconstituted, such compositions include a resuscitation fluid 
and a delivery system to introduce compositions of biological or medical interest into the body. 

The specific compositions of this invention can be administered either parenterally, transdermal^, 
orally, absorbed through the tissue lining of other body sites, or via inhalation, or combinations thereof, as 
35 appropriate. 

When the reconstituted composition is intended for intravenous use, isotonicity and pH should be 
adjusted by known procedures to normal body values before administration. A single layer of coacervate 
matrix and/or film encapsulates the composition. If desired, in accordance with a preferred method, the 
finished product can be subjected to film encapsulation procedures repeatedly to produce concentric films 

40 of any desired thickness. Each film can contain no additional physiologically-active component or each can 
contain a desired concentration of any physiologically-active component, same or different. 

While it is preferred that the microparticles of the finished products of this invention be 1 urn (micron) 
or less, particularly when administered parenterally, there are conditions, such as for oral administration, 
when microparticles of this invention are 2 urn (microns) or more in size. 

45 In accordance with one embodiment of the present invention, any appropriate non-toxic coacervate 
composition containing one or more polymerized surface active agents, particularly polymerized albumin 
and/or polymerized lecithin can be used in the manufacture of the drug delivery compositions of the present 
invention. The coacervate-enveloped compositions of the present invention incorporate non-toxic endog- 
enous or exogenous surface-active agents, derivatives thereof and/or combinations of surface-active agents 

so or derivatives. 

In the preferred formulation, polymerized albumin comprises one component. The lecithin that is used 
in this method may be monomeric or polymerized. One method by which lecithin can be polymerized is as 
follows: Remove one or both of the fatty acids of lecithin by hydrolysis. This step results in a free hydroxyl 
group on each lecithin molecule. This in turn produces a lecithin composition that lends itself to 
55 polymerization by customary t chniques. 

To achieve the full advantage of the present invention, when polymerized albumin is used, the 
polymerized albumin should contain from two to six albumin molecules. Longer molecule chains may be 
used but are not preferred. To achieve the full advantage of the present invention, the weight average 
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molecular weight of the polym rized albumin, when us d In this Invention should rang from about 200,000 
to about 300,000, preferably from about 200,000 to about 280,000. Compositions of greater or lesser 
molecular weight may also be us d. The albumin component can be derived from any acceptable, 
ndogenous, exogenous, or synthetic source including genetically engineered sources. The lecithin may be 

5 derived from any suitable non-toxic source. In the practice of this invention, any acceptable phospholipid 
can be substituted for lecithin. In such case the phospholipid may be monomeric or polymerized. To 
achieve the full advantage of the present invention, when polymerized lecithin used in the method and 
compositions of the present invention, the polymerized lecithin should contain three to four linked lecithin 
molecules and has a weight average molecular weight of about 1600 to about 3200, preferably about 2500. 

70 Shorter or longer chain phospholipids also may be used. 

In preparing the red blood cell substitutes (resuscitation fluids), it is preferred that a reducing agent be 
added to the product in the process of manufacture. 

Depending upon the finished product to be produced, the pharmaceutically-active component may be 
an oxygen carrying molecule, an oxygen solvent molecule, hormone(s), water soluble drugs) water insoluble 

75 drug(s), biological(s), a water sensitive drug(s), a peptide(s), an enzyme(s), and the like, either singly or in 
combination. The active component is incorporated in the composition during the manufacturing steps in 
that quantity that will provide the desired clinical amount. Thus, for example, in the case of drugs, this will 
be the dose given in the Physician's Desk Reference plus five to fifteen percent. If desired, greater or lesser 
amounts of any given drug may be used to meet specific medical requirements. In the case of the inclusion 

20 of hemoglobin, the preferred quantity is that amount that will produce fourteen percent hemoglobin in the 
finished product. Greater or lesser quantities of hemoglobin may also be used depending upon the end use 
of the finished product. If desired, a sterol, such as cholesterol, and/or urea preferably 0.1% to 3% may be 
included in the composition to formulate red blood cell substitutes. 

Any composition of this invention to be administered orally can be formulated to any dosage, e.g., 

25 capsules, tablets, syrups, emulsions, suspensions, microemulsions, and the like. 

When preparing the intravenous red blood cell substitute of this invention, the basic method is followed. 
Additional steps are used, however, to adjust the pH, viscosity, and isotonicity of the preparation, when 
necessary, to approximate the values of whole human blood. In the method of this invention that prepares 
parenteral products, the pH is adjusted to approximately 7.4. The oral drug compositions of this invention 

30 require no adjustment of pH, viscosity or isotonicity. pH adjustment, however, is preferred. Manufacture of 
all preparations of this invention are preferably made under sterile conditions. 

In accordance with another embodiment of the present invention, a composition comprising a non-toxic 
perhalogenated compound and a non-toxic two-phase coacervate aqueous system is utilized to prepare 
m dically-useful products for oral or parenteral introduction into the body. The coacervate-based composi- 

35 tion can be used to solubilize and stabilize physiologically-active compounds, in order to facilitate delivery 
of medically-useful products, such as a resuscitation fluid, an oxygen-carrying contrast medium, or a 
pharmaceutical, into medical patients. 

The perhalogenated compounds that are useful in the present invention include organic compounds 
such as hydrocarbons, ethers and/or amines, having essentially all of the hydrogen atoms of the organic 

40 compound replaced by a halogen atom, such as fluorine, iodine, chlorine or bromine. Of particular interest 
are the perfluorinated and perfluoroiodinated compounds, especially the perfluorohydrocarbons and per- 
fluoroamines, or hydrocarbons and amines having essentially all of the hydrogen atoms replaced by fluorine 
atoms. 

To prepare the red blood cell substitute, the following method is used: to 100 mis of a 30% solution of 
45 monomeric lecithin, add 10 gms of stroma-free hemoglobin and, if desired, also add 0.1% cholesterol. If 
cholesterol is used first it should be dissolved into the surfactant, e.g.. lecithin, such as with the aid of a 
solvent, e.g., n-butyl alcohol. The quantity of the hemoglobin component can vary from 1% w/v to 20% w/v. 
If desired, modified hemoglobin may be substituted in the same quantities for stroma-free hemoglobin. In 
addition, hemoglobin encapsulated within liposomes may be substituted for the preferred stroma-free 
so hemoglobin. It is preferred that a reducing agent and/or an antioxidant such as reduced nicatinamide 
adenine dinucleotide phosphate (NADPH), or reduced nicatinamide adenine dinucleotide phosphate 
(NADH), or glutathione, or dextrose, or ascorbic acid or other known non-toxic antioxidants be added as the 
next step. Appropriate combinations of reducing agents also may be used, if desired. If added, such 
compounds , are added in such quantity as will prevent the oxidation of the hemoglobin component; 
55 generally trace amounts up to 3 molar percent based upon the molar amount of hemoglobin. To achieve the 
full advantage of the present invention, the reducing agent should be included in an amount of from trace 
amounts to 6 millimoles per mole of hemoglobin. Acceptable compositions may be prepared without the 
use of reducing agents. 
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Following this step add 20 gms of either monomeric or polymeriz d albumin. The polymerized form is 
preferred. The resulting composition then is processed by means of a colloid mid and/or a microfluidizer for 
10 minutes. During this processing st p add a polymerization initiator, e.g., a solution of 1-ethyl-3-dimethyl- 
aminopropyl-carbodiimide of about 10% added during colloid milling and/or microfluidizing for in-situ 

5 polymerization of the albumin during processing of the composition. The quantity of polymerization initiator 
may range from 0.1% to 20% based on the total weight of the composition. Following this processing step 
the product is stored from 4 to 12 hours at a temperature that may range from 4 • C to 10 • C. The internal 
phase (particles) are separated from the aqueous system by known filtering or separation means and 
washed with sterile saline solution. The particles then are dispersed in physiological saline solution. 

io The pH of the preparation is adjusted, if necessary, to approximate that of whole human blood. Addition 
of HCI or NaOH may be used for this purpose. Isotonicity of the product is adjusted, if necessary, to 
approximate that of whole human blood. This may be accomplished by the addition of appropriate amounts 
of any of the following: electrolytes present in human plasma, normal physiological saline solution, Ringer's 
solution, or any other suitable composition. 

T5 Next, adjust the viscosity of the product so that it approximates the viscosity of whole human blood, for 
example, by the addition of water to decrease the viscosity, or by adding any non-toxic, physiologically- 
acceptable hydrophillic colloid, such as albumin or pectin, to increase the viscosity. On completion of this 
step the product comprises a microemulsion that consists of microencapsulated particles containing the 
hemoglobin component. It should be emphasized that this method encapsulates hemoglobin more effi- 

20 ciently than that of the inventor's previously disclosed encapsulating techniques. 

At this stage of manufacture the product may be used as a red blood cell substitute (resuscitation fluid) 
provided that it is first filtered to remove all extraneous matter and all particles that exceed 1 micron in size 
in any dimension. 

It is preferred, however, that the filtered product be processed further using either a chemical process 

25 based on a crosslinking agent, such as gluteraldehyde, or a physical processing step such as heat. The 
heating step is preferred and consists of heating the preparation for 2 minutes at a temperature that may 
range from 50 • C to 70 • C. The duration of the heating step may be more than 2 minutes or less than 2 
minutes depending upon the desired degee of particle(s) surface film structuring. While temperatures less 
than 50 degrees Centigrade are feasible for this purpose, they are not preferred. A combination of 

30 crosslinking and heating for film hardening also can be used. 

Depending upon the time and temperature used in the the heating step, the encapsulating surface film 
produced by this step will range from gel-like to rigid in character. Following this step the resulting 
composition is filtered to remove all extraneous matter and any microencapsulated particles that exceed 1 
urn (micron) in size in any dimension. The finished product of this invention can consist of particles with a 

35 single degree of surface film hardness or, alternatively, can consist of particles of mixed surface film 
hardnesses. The desired quantity of said particles can be added to any appropriate physiological fluid. As 
such it will then comprise a product suitable for intravenous administration as a red blood cell substitute 
(resuscitation fluid). If desired, the microencapsulated particles may be used in much the same manner as 
packed red blood cells. If desired, the product may be lyophilized or otherwise dried using conventional 

40 techniques. The dried composition may be reconstituted as needed using an appropriate physiological fluid 
either as a blood substitute or as a perfusion fluid. 

This invention provides for several alternative methods of preparing an intravenous red blood cell 
substitute. One alternative consists of the following steps: prepare polymerized albumin by adding 1 ethyl-3- 
dimethyl-aminopropyl-carbodiimide (EDC) to a 10% solution of monomeric albumin in an amount sufficient 

45 to produce a concentration of 5.0% w/v EDC in the product. Process in a colloid mill and/or a microfluidizer 
for about. 10 minutes. Next, store the product at 4' C for 10 hours. Next, mix a 10% w/v solution of 
pyridoxilated polymerized hemoglobin in an amount sufficient to achieve a hemoglobin concentration of 
10% by weight of the surfactant-water composition and, if desired, add 2 millimoles of NADPH into the 
product and process in a colloid mill and/or a microfluidizer for about 10 minutes; following this step, mix a 

so solution of polymerized lecithin into the solution in an amount sufficient to provide a polymerized lecithin 
concentration of 8% by weight of the solution and process again in a colloid mill and/or a microfluidizer for 
10 minutes. Next, adjust the pH of the product to that of whole blood using HCI or NaOH as necessary. 
Following this step, adjust the isotonicity using plasma electrolytes in such concentration as will give the 
product the isotonicity of whole human blood. Adjust the viscosity as the next step so that the viscosity 

55 approximates that of whole blood. At this stage of manufacture the product may be used as a r d blood cell 
substitute (resuscitation fluid) provided that it is first filtered to remove all extraneous matter and ail particles 
that exceed 1 urn (micron) in size in any dimension. It is preferred, however, that the filtered product be 
processed further using either a chemical process based on a non-toxic crosslinking agent, such as 
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gluteraldehyde, or a physical processing step, such as heat. The heating step is preferr d and consists of 
heating the preparation for 2 minutes at a temperatur that may range from 50 ' C to 70 * C producing a 
film that can rang from gel-like to rigid in character. Following this step, the resulting composition is filtered 
to remove all extraneous matter and any microencapsulated particles that exceed 1 urn (micron) in size in 

5 any dimension. The finished product of this invention can consist of particles with a minimal degree of 
surface film hardness or, alternatively, it can consist of particles of mixed surface film hardnesses. The 
desired quantity of said particles can be added to any appropriate physiological fluid. As such it will then 
comprise a product suitable for intravenous administration as a red blood cell substitute (resuscitation fluid). 
If desired, the microencapsulated particles may be used in much the same manner as packed red blood 

70 cells. If desired, the product may be lyophilized or otherwise dried and reconstituted with any appropriate 
physiological fluid. 

In accordance with another important embodiment of the present invention, the coacervate-based, 
hemoglobin-containing compositions of the present invention can be used as a perfusion fluid for preventing 
d generation of an organ or tissue used for transplantation or replacement of the organ or tissue for a 

T5 mammal. When used as a perfusion fluid, the hemoglobin-containing active compound, e.g., hemoglobin, 
stroma-free hemoglobin, pyridoxilated polymerized hemoglobin and/or modified hemoglobin, should be 
present in the coacervate composition in an amount of 0.5% to 30% by weight of the coacervate 
composition, preferably 1% to 20% by weight of the coacervate composition. The coacervate-based 
perfusion fluids of the present invention are useful with or without a hemoglobin component and can be 

20 used in ambient air or may be oxygenated for additional oxygen transfer to the tissue or organs. The 
coacervate-based perfusion fluid is capable of maintaining tissue and organs viable for up to at least 15 
days and sometimes up to 30 days whereas prior art perfusion fluids generally are capable of sustaining 
tissue viability for only about 8 to 10 hours. 

Another alternative coacervate-based intravenous red blood cell substitute using the methods of this 

25 invention comprise the following steps: 

Mix 10% w/v of stroma-free hemoglobin into a solution of polymerized lecithin of about 20% 
concentration. Process the product in a colloid mill and/or a microfluidizer for about 2 minutes. Mix ascorbic 
acid of at least 0.1 gm per 100 ml of solution and an amount equal to 10% w/v (100 units/cc. in the finished 
product) of polymerized albumin into the product and process the resulting product in a colloid mill and/or a 

30 microfluidizer for about 5 minutes. Next, store the product for about 10 hours at 4* C. Adjust the pH of the 
preparation after the period of storage to about 7.4 using HCI or NaOH as necessary. Following this step, 
add electrolytes present in human plasma in such amount as will give the product the isotonicity of whole 
human blood. Next, adjust the viscosity of the product so that it approximates the viscosity of whole human 
blood. On completion of this step, the product comprises a microemulsion that consists of microen- 

35 capsulated particles containing the hemoglobin component. At this stage of manufacture the product may 
be used as a red blood cell substitute (resuscitation fluid) provided that it is first filtered to remove all 
extraneous matter and all particles that exceed 1 urn (micron) in size in any dimension. It is preferred, 
however, that the filtered product be heated for 2 minutes at 70 * C. The product then is filtered to remove 
all extraneous matter and all microencapsulated particles which exceed 1 urn (micron) in any single 

40 dimension. After this step, the product may be used as an intravenous blood substitute or stored preferably 
at 4* C until needed. 

In accordance with another important embodiment of the present invention, the coacervate-based, 
hemoglobin-containing compositions of the present invention can be used as a perfusion fluid for preventing 
degeneration of an organ or tissue used for transplantation or replacement of the organ or tissue for a 

45 mammal. When used as a perfusion fluid, the hemoglobin-containing active compound, e.g., hemoglobin, 
stroma-free hemoglobin, pyridoxilated polymerized hemoglobin and/or modified hemoglobin, should, be 
present in the coacervate composition in an amount of 0.5% to 30% by weight of the coacervate 
composition, preferably 1% to 20% by weight of the coacervate composition. The coacervate-based 
perfusion fluid is capable of maintaining tissue and organs viable for up to at least 15 days and sometimes 

50 up to 30 days whereas prior art perfusion fluids generally are capable of sustaining tissue viability for only 8 
to 10 hours. 

While the processes described above use hemoglobin as the active component and yield intravenous 
red blood cell substitutes, this invention, as noted previously, enables the use of any medically useful 
composition as the active component to prepare compositions that can be administered via parenteral, oral, 
55 transdermal, transmucosal and inhalation routes. 

Also, while the size of the particles of the injectable or parenteral red blood cell substitute should be 1 
micron or less in size in any diameter, there are other embodiments of this invention in which the particle 
size comprising the composition can be more than 1 um (micron) and further, in specific instances of this 
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invention desirable compositions will be comprised of a combination(s) of particles with differing siz s; i.e., 
a given percentage of the particl s will be 1 micron or less in size and the remaining percentage of 
particl s will be 2 urn (microns) or mor . Percentages and particle sizes will vary depending upon the 
specific formulation and the specific drug or combination of drugs used in the formulation. 
5 In the preferred embodiment of an orally administered composition of this invention, the following 
process is used. 

More specifically, warm a mixture of 7.5 gms of monoglyceride and 7.5 gms of diglyceride at from 65- 
70 * C until a clear solution of the mixture is produced. 

Unequal proportions of these glycerides may be used, but are not preferred. Equal or unequal 
70 proportions of mono-, di- and triglycerides also may be used. However, this mixture is also not preferred. 
When the warming step is completed the pharmaceutical component is mixed into the solution. The product 
of this step is subjected to a spray drying step while the product is gradually cooled. The product resulting 
from this step will be a powder comprising particles containing the pharmaceutical component. 

The next step is designed to coat the particles with a coacervate film. The procedure is as follows. 
75 Make a suspension of the powder referred to above in 100 mis of water containing 10 gms of polymerized 
albumin and 10 gms of monomeric lecithin. Stir the composition for about two minutes. Add an appropriate 
alcohol dropwise, n-butyl alcohol is preferred, until a coacervate forms and coats the particles with a 
coacervate film, stirring during the addition of alcohol and afterward to insure that coacervate encapsulation 
of the particles continues for from 1/2 to 3 hours. The product then is stored for from 12 to 24 hours at 4* 
20 C. The composition can be further microfluidized after encapsulation to further reduce the particle size, 
regardless of the number of films applied over the particles. 

Following the storage step, the particles are separated from its liquid vehicle by filtration or other known 
appropriate methods and dried using any of the conventional drying techniques. This method yields a 
finished oral medically useful product comprised of a coacervate encapsulated pharmaceutically-active 
25 component. 

If desired, the product referred to above can be processed further to produce a sustained release 
composition. This may be accomplished by any of several methods including application of heat, use of a 
cross-linking agent, such as giuteraldehyde, or covering the encapsulated product with one or more 
additional layers of coacervate film. The additional layer(s) of coacervate film is preferred. The additional 

30 layers can contain the same or different physiologically-active compound in a concentration of 0.5% to 50% 
based on the weight of the film, or may contain no additional physiologically-active component. 

The procedure is as follows. Make a suspension of the powder referred to above in 100 mis of water 
containing 10 gms of polymerized albumin and 10 gms of monomeric lecithin. Stir the composition for 
about 2 minutes. Add n-butyl alcohol dropwise until a coacervate forms and coats the particles with a 

35 coacervate film, stirring during the addition of alcohol and afterward to insure that coacervate-encapsulation 
of the particles continues for from 1/2 to 3 hours. The product is then stored for from 12 to 24 hours at 
about 4* C. 

Following the storage step, the particles are separated from their liquid vehicle by filtration, sieve or 
other known appropriate methods and washed and dried following any of the conventional drying tech- 
no niques. Repeating this procedure will add an additional coacervate layer (film) containing no additional 
physiologically-active compound to the composition. The additional layers (films) can include one or more 
pharmaceutically-active component together with the coacervate-based encapsulating film if added to the 
coacervate composition, or may contain no additional physiologically-active component, as desired. This 
process may be repeated as often as required to produce one or more additional layers (films) with 
45 corresponding sustained release effects and/or containing any combination of active components. The 
particular active ingredient(s) and quantities of the active ingredient(s) within each layer can be varied to 
meet dosage requirements. 

If desired, the structure of the surface of any of the layers referred to above can be hardened by 
applying heat to the product at a temperature and duration that will not adversely effect the activity of the 
50 pharmaceutic component. Any non toxic denaturing or polymerizing agent can be used in place of heat. If 
the heating step is incorporated in the described method, the release of the active component will be 
extended over a greater time period. It should be noted that in preparing the sustained release products of 
this invention, any single procedure or combination of procedures may be used provided that such 
procedure does not compromise the activity of the pharmaceutical component. 
55 The particle size of the oral form of the composition of this inv ntion can be any size suitable for the 
optimal delivery of the incorporat d pharmaceutical component(s). The herein described oral formulation 
can be used in any of the known dosage forms such as tablets, capsules, syrups, caplets, powders, and the 
like. 
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An alt rnativ formulation for an orally administ r d m dical composition uses th following method. In 
this method, any non polar volatile, organic solvent may be used. In this instanc carbon tetrachloride is the 
solvent. How ver, it must be emphasized that in th us of such solvents, all traces of this component must 
be removed in one of the manufacturing steps before proceeding to produce the finished product. The 

5 process is as follows: mix 10 gms of lecithin in 10cc of carbon tetrachloride; this will result in a clear 
solution. Add the pharmaceutical component into the solution (e.g., 5 gms of erythromycin) and mix 
thoroughly. Using any appropriate method, i.e., spray drying, distillation or the like, process the product to 
remove the carbon tetrachloride. Spray drying is preferred. This process will yield powder-like particles 
comprised of lecithin and the pharmaceutical component encased in the lecithin matrix. 

10 The next step is designed to coat the particles with a coacervate film. The procedure is as follows. 
Make a suspension of the powder referred to above in 100 mis of water containing 10 gms of polymerized 
albumin and 10 gms of monomeric lecithin. Stir the composition for about two minutes. Add an appropriate 
alcohol dropwise, n-butyl alcohol is preferred until a coacervate forms and coats the particles with a 
coacervate film, stirring during the addition of alcohol and afterward to insure that coacervate encapsulation 

15 of the particles continues for from 1/2 to 3 hours. If desired, the same or a different pharmacologically- 
active component can be added to the albumin-lecithin solution for incorporation into each additional film 
layer. The product then is stored for from 12 to 24 hours at about 4 * C. 

Following the storage step, the particles are separated from its liquid vehicle by filtration or other 
appropriate means and dried using any conventional method. This yields a finished oral product of the 

20 pharmaceutically-active component coated with a coacervate-based film. The product can be used to 
prepare capsules or reconstituted with an appropriate liquid(s), e.g., syrup, to produce a product with the 
desired clinical dose. 

If desired, the product referred to above can be processed further to produce a sustained release 
composition. This may be accomplished by any of several methods including application of heat, use of a 

25 cross-linking agent such as gluteraldehyde, or covering the encapsulated product with one or more 
additional layers of coacervate film. The additional layer of film is preferred, and any of the additional layers 
can be hardened for sustained release. It is preferred that the final layer not be hardened for prompt release 
of any active component contained therein. 

The procedure is as follows. Make a suspension of the powder referred to above in 100 mis of water 

30 containing 10 gms of polymerized albumin and 10 gms of monomeric lecithin with or without 0.5% to 50% 
w/v of any physiologically-active compound. Stir the composition for about 2 minutes. Add n-butyl alcohol 
dropwise until a coacervate forms and coats the particles with a coacervate film, stirring during the addition 
of alcohol and afterward to insure that coacervate-encapsulation of the particles continues for from 1/2 to 3 
hours. The product is then stored for from 12 to 24 hours at about 4* C. Longer contact of the particles 

35 with the coacervate, while stirring, provides thicker films for control of film thickness and control of the 
amount of the active compound, if any, contained therein. 

Following the storage step, the particles are separated from the liquid vehicle by filtration, sieve or other 
known appropriate methods and dried using any of the conventional drying techniques. This procedure will 
add a coacervate layer (film) to the composition; said layer (film) comprising the pharmaceutically-active 

40 component, if any, and the coacervate-based encapsulating film. This process may be repeated as often as 
required to produce one or more additional layers (films) with corresponding sustained release effects. The 
quantities of the active ingredient(s) within each layer can be varied to meet dosage requirements. 

If desired, the structure of the surface of any of the layers referred to above can be hardened by 
applying heat to the product at a temperature and duration that will not adversely effect the activity of the 

45 pharmaceutic component. Any non toxic denaturing or polymerizing agent can be used in place of heat. If 
the heating step is incorporated in the described method, the release of the active component will be 
extended over a greater time period. It should be noted that in preparing the sustained release products of 
this invention, any single procedure or combination of procedures may be used provided that such 
procedure does not compromise the activity of the pharmaceutical component. 

so The particle size of the oral form of this alternative can be any size suitable for the optimal delivery of 
the incorporated pharmaceutical component(s). The herein described oral formulation can be used in any of 
the known dosage forms such as tablets, capsules, syrups, caplets, powders, and the like. 

It is preferred that both the matrix containing the physiologically-active component(s) and the film that 
ncapsulates it be coacervate derived or based. However, if desired, the matrix and/or film may be 

55 comprised of a non-coacervate composition. For example, the film may be compris d of such materials as 
glycerides, carnuba wax or sugar, and the like. If a sugar coating is to ncapsulate the matrix, the particles 
comprised principally of matrix containing the active compound are dispersed in thick sugar syrup and the 
composition is mixed rigorously for from 30 seconds to 5 minutes or more depending on the desired film 
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thickness. Following this step, th particles are separated from the vehicl by filtering if a consistent size 
particle is desired or centrifug d or by any oth r acceptable conventional process. If a non-coacervate 
based matrix is desir d, the following method is used (See method for inhalation composition.) The film in 
such case will be coacervate based. 

5 As noted previously, this invention provides for modifications of the basic formulation. Such modifica- 
tions produce medically useful compositions which can be used either transdermal^ or transmucosally. 
These formulations involve processing the preferred oral composition to produce a gel. 

When applied transmucosally. (i.e., intranasally or rectally), the gel composition of this invention 
adsorbs onto the mucous or rectal membranes and is absorbed therein through the mucosal tissue to the 

70 blood stream. The active component is released from the gel and is absorbed by the membranes, passing 
into the blood stream by way of the capillaries. The gel composition can be prepared in forms that provide 
for immediate release, sustained release or any combination thereof. The quantity of drug incorporated can 
be varied according to medical requirements. Only those active components which are intrinsically irritating 
to the nasal or rectal membranes are not desirable for incorporation in the gel. 

75 Preparation of the gel can be accomplished, as an example, by mixing additional albumin, or pectin or 
combinations thereof into the oral formulations. Accordingly, hydrocolioids, particularly bioadhesive 
hydrocolloids, such as albumin and pectin, are added after the oral formulation has been completed to 
formulate the gel. 

The gel composition can incorporate non polar drugs. These may be further subclassified as drugs or 

20 other physiologically-active compound(s) which are heat sensitive and drugs or other physiologically-active 
com pound (s) which are heat stable. Thus, erythromycin is an example of a heat stable composition; insulin 
is regarded as a heat sensitive composition. In the process of this invention, heat stable drug preparations 
can be "fixed", i.e., the encapsulating film can be hardened or structured in the manner described. On the 
other hand, heat sensitive drug preparations can be structured by the application of physical techniques 

25 such as radiation or physicochemical means, such as n-butyl alcohol which form a coacervate and then an 
encapsulating film of the composition. 

The process to prepare the gel is based on any of the oral preparations described above. It is preferred 
however, to use the above-described example method incorporating the mono and di glyceride compo- 
nents. More specifically, warm a mixture of 7.5 gms of monoglyceride and 7.5 gms of diglyceride until a 

30 clear solution of the mixture is produced. 

Unequal proportions of these glycerides may be used, but are not preferred. Equal or unequal 
proportions of mono-, di- and triglycerides also may be used. However, this mixture is also not preferred. 
When the warming step is completed the pharmaceutical component is mixed into the solution. The solution 
then is subjected to a spray drying step while the product is gradually cooled. The product resulting from 

35 this step will be a powder comprising particles containing the pharmaceutical component. 

The next step is designed to coat the particles with a coacervate film. The procedure is as follows. 
Make a suspension of the powder referred to above in 100 mis of water containing 10 gms of polymerized 
albumin and 10 gms of monomeric lecithin. Stir the composition for about two minutes. Add an appropriate 
alcohol dropwise, n-butyl alcohol is preferred, until a coacervate forms and coats the particles with a 

40 coacervate film, stirring during the addition of alcohol and afterward to insure that coacervate encapsulation 
of the particles continues for from 1/2 to 3 hours. The product is then stored for from 12 to 24 hours at 4* 
C. 

Following this step, the composition is processed through centrifugation, sieving or other appropriate 
separatory techniques to separate the coacervate drug particles from its vehicle and to retain particles 
45 having a gel-like surface. Following this step, a bioadhesive hydrocoltoid, such as albumin or pectin or any 
appropriate combination thereof, is mixed into the composition. The quantity of albumin that may be used 
ranges from 2% w/v to 20% w/v; the range of pectin that may be used also ranges from 2% w/v to 20% 
w/v. 10% w/v of pectin is preferred. The pH of the preparation is adjusted to 7.4 by the addition of HCI or 
NaOH, as required. 

so In the case of heat unstable drugs, and the like, the process described above is modified. Following the 
coating step the composition is stored at room temperature for about 24 to 72 hours. After this period, the 
composition may be used or the composition may be heated at from 40 to 50 • C until the particles assume 
a soft gel-like character. It is preferred that following the coating steps the preparation can be processed by 
the dropwise addition of a suitable protein denaturing agent, such as ethyl alcohol, n-butyl alcohol, isopropyl 

55 alcohol, and the like, until th structure of th interfaces of the particles range from soft gel-like to semi- 
solid. N-butyl alcohol is preferred. 

If desired, a sustained release effect for this composition is achieved by subjecting portions of the 
product to heat, a cross-linking agent or radiation or combinations thereof. Heat is preferred. The following 
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procedur is provided as an example. 20% of the composition is not heat treated. 20% is heated at 70 * C 
for 40 seconds; 20% is h ated at 65* C for 60 seconds and th remaining 20% is h ated at 60* C for 90 
seconds. The point to be made is that th xact combination of heat and time depends upon the specific 
drug being used and the desired schedule of drug release. 

5 Microparticles comprising the transmucosal products can range from less than 1 urn (micron) to 6 urn 
(microns) or more in size. Particles less than 1 urn (micron) in size are preferred. The quantity of drug or 
other active agent to be incorporated into the composition is determined by medical considerations and can 
range from 1/2 of the convention oral or intravenous dose to four times the conventional dose. 

After the composition is produced, e.g., normal or sustained release or combinations of normal and 

10 sustained release, the composition is placed in any dosage form suitable for nasai or rectal administration. 

The process used to produce the transmucosal gel is used to produce the transdermal gel except that 
the adjustment of the pH is not required. In this embodiment, the drug or combination of drugs is 
s questered or otherwise incorporated in a coacervate-based composition comprised of microencapsulated 
particles which range from semi-liquid to gel-like in structure. The composition(s) may be applied directly to 

75 the skin in such forms as ointments or gels and incorporated in a cellulose based patch or a suitable 
container. In the preferred mode, the composition is placed in a container and used in conjunction with an 
appropriate sonifier. By this technology an unexpected degree of drug absorption by the skin is achieved. 
Moreover, the transdermal gel and sonifier permits any scheduled administration or emergency administra- 
tion as required. 

20 While transdermal methods of drug administration are known, the literature does not reveal a technique 
in which a coacervate-based microencapsulated composition is used in conjunction with a sonifier. In this 
mbodiment of the invention, use of a sonifier produces a local cavitational effect in the skin and in 
underlying tissue fluids, the net effect of which is to make the skin more permeable to the drug(s) being 
administered and to make the drug more available to the underlying tissues, including the capillaries and 

25 microcirculation. The cavitational effect is induced when sonification is applied and is ended when 
sonification is terminated. The application of the sonifier permits intermittent increases in skin permeability 
to administered drugs as required. 

In the preferred practice of this invention, the finished product, e.g., the coacervate-based gel containing 
the medication required for either single or multiple doses, is placed in a suitable, leak proof container 

30 approximately the size of a wrist watch. The bottom of the container should be made of a semi-porous or 
microporous support layer, e.g., a cellulose layer. The sides and top of the container should be made of 
plastic or other suitable non toxic material. The top of the container should have an opening large enough to 
contain the head of a hand held sonifier such as NOVOPHON (manufacturer: Elredge Resources). Any 
suitable sonifier presently used for physical therapy can be used in accordance with this embodiment of the 

35 present invention. The container should be constructed such that a thin layer of either aluminum foil or 
plastic or other composition suitable to transmit the sonifier effects to the medication and the skin is placed 
between the medication and the sonifier head. The medication is administered transdermal^, as required 
by placing the head of the sonifier in the container and activating the sonifier for the time necessary to 
administer the prescribed dose of medication. 

40 Presently available transdermal patches are characterized by a continuous straight line release of the 
drug. This has been shown to be problematic with drugs such as nitroglycerin. In addition, such release is 
inconsistent with the body's normal release of hormones, enzymes and the like. Thus, by way of illustration, 
the body normally secretes very small quantities of insulin throughout the day. Upon ingestion of food, 
however, a surge of insulin is released. This invention permits a virtual duplication of such release 

45 phenomena not only for endogenous compositions but for medically useful exogenous compounds as well. 
In addition, this invention enables transdermal administration of medication according to any medically 
prescribed schedule. 

This invention differs importantly from Zeffarone (U.S. patent No. 4,557,723) in that in his techniques a 
rate controlling membrane is used and is limited to drugs which show natural diffusive flux. No such 

50 features and limitations are present in this embodiment of the present invention. Ariura (U.S. patent No. 
4,474,570) uses iontophoresis as the driving force. However, the Ariura device produces an unacceptable 
degree of heat in its operation. The present invention does not generate unacceptable heat; its driving force 
not only differs but its effect upon the skin differs from that of iontophoresis. The U.S. patent of Sibalis 
(4,557,723) describes an electrophor tic technology but also identifies the problems with known transdermal 

55 delivery devices. Th Sibalis technology is fundamentally unrelated to the transd rmal-sonifier mbodiment 
of the present invention. Sibalis r li s upon battery supplied electrical current which battery must be 
changed according to different flow requirements. Sibalis simply refers to a medicament. In the Ecanow 
patent, medications are encapsulated in coacervate-based films. The herein described use of localized 
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sound wav s as opposed to electrical current is an unobvious modification in that in th her in disclos d 
use, sound waves produce an eff ct on th skin and tissu fluids of th site that r nders the site more 
p rm abl to drugs within th coacervate compositions. Sibalis and others who have described transdermal 
inventions do not disclose such properties. 

5 Embodiments of the disclosed transdermal composition may be comprised of a matrix of hydrated 
hydrophilic colloids of which coacervate compositions comprise one class of such colloids. Gels constitute 
another class. Other compositions that could be used to provide the substrate for the medicament in this 
invention include any gelled silicon media, petrolatum and the like. In this invention, a gel based upon any 
acceptable coacervate formulation is preferred. Any of the described formulations which eventuate as oral 

10 or parenteral products of this disclosure can constitute the basis for preparing the transdermal product. 
Medications that can be incorporated in the gel for transdermal administration include enzymes, biologicals, 
drugs and other useful medicaments. In short, any medically useful molecule capable of penetrating the 
skin may be used in this invention. Use of the sonifier in conjunction with this composition acts in an 
unexpected manner to increase the rate of transdermal passage. 

T5 The method to produce a coacervate-based inhalant composition, as another embodiment of the 
present invention for administration of any suitable medication is as follows: 
A method to prepare an inhalant medication is as follows: 

Heat a mixture of 7.5 gms of monoglyceride and 7.5 gms of diglyceride at a temperature of from 70 to 
75* C until a clear solution of the mixture is produced. Mix the desired amount of the pharmaceutical 

20 component into the solution. Next, process the product by means of a spray drying step to produce a 
powder form of the product. Next, make a suspension of the powder in 100 mis of water containing 10 gms 
of polymerized albumin and 10 gms of monomeric lecithin. Stir the composition for about two minutes. Add 
an appropriate alcohol dropwise, n-butyl alcohol is preferred. During the addition of alcohol the product 
should be stirred gently until a coacervate forms and coats the particles with a coacervate film, to insure 

25 that coacervate encapsulation of the particles continues for from 1/2 to 3 hours. After this step, adjust the 
pH to 7.4 and if desired, and store for from 12 to 24 hours at 4* C. 

Following the storage step, the particles are separated from the liquid vehicle by filtration or other 
appropriate means. The particles are processed using a colloid mill and/or a microfluidizer and sieving or 
other filtering procedures to produce particles which are 1 urn (micron) or less in size. After this step, the 

30 quantity of particles necessary to produce the required dose is mixed into any appropriate fluid, such as the 
liquid vehicle separated from the particles. The product comprises an inhalant medication and is admin- 
istered by nebulizer or other mist spraying apparatus. 

The examples which follow are representative embodiments. They do not constitute the entire range of 
medications that can be used in this invention. 

35 

EXAMPLE 1 

To 100 mis of a 10% w/v solution of polymerized albumin add 10 gms of stroma-free hemoglobin from 
any appropriate source. Next, add 2 millimoles of glutathione and 8 gms of monomeric lecithin to the 

40 composition. Using a colloid mill and/or a microfluidizer, process the product for approximately 2 minutes. 
During this processing step add 10% of 1 ethyl-3 dimethyl aminopropyl carbodiimide (EDC). Following this 
processing step store the composition for 12 hours at 4* C. The pH of the composition then is adjusted 
through the use of HCI or NaOH to approximate the pH of normal whole blood. This adjustment is made 
prior to the step of colloid mill and/or a microfluidizer processing and after the period of storage. Isotonicity 

45 also is adjusted by adding plasma electrolytes in such concentration as will approximate the isotonicity of 
whole human blood. This step is taken following the period of storage. Adjustment of viscosity to 
approximate that of whole human blood is made after the period of storage. At this point, the product may 
be used as a red blood cell substitute, provided that it is filtered to eliminate all extraneous matter and all 
particles larger than 1 urn (micron) in size. It is preferred that the product be processed further using a 

50 heating step designed to harden the coacervate-based film that envelopes the particle(s) containing the 
hemoglobin component. In the heating step, the composition is heated for 2 minutes at 70 * C. Following 
this step the composition is filtered to eliminate all extraneous matter and all particles larger than 1 um 
(micron) in size. Particles of 1 urn (micron) or less then can be put into an appropriate physiological fluid 
and transfused or stored at 4 • C and reconstituted as a red blood cell substitute (resuscitation fluid) using 

65 an appropriate physiological fluid. 
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EXAMPLE 2 

The procedure of Example 1 is follow d except that polymerized lecithin is used in place of monomelic 
lecithin. 

5 

EXAMPLE 3 

The procedure of Examine 2 is followed except that monomeric albumin is used in place of 
polymerized albumin. 

70 

EXAMPLE 4 

The procedure of Example 1 is followed but, in addition, the encapsulated microparticles are subjected 
to a iyophilizing process to produce a powder form of the composition that can be mixed into an 
15 appropriate physiologic fluid as needed to produce a red blood cell substitute. 

EXAMPLE 5 

The procedure of Example 1 is followed except that 10% w/V of modified hemoglobin is used in place 
20 of stroma-free hemoglobin and 0.1% urea is added. 

EXAMPLE 6 

The procedure of Example 1 is followed except that the heating step consists of heating the 
25 composition at 50 • C for 1 minute. 

EXAMPLE 7 

The procedure of Example 1 is followed except that stroma-free hemoglobin encapsulated in liposomes 
30 comprises the hemoglobin component. 

EXAMPLE 8 

Heat a mixture of 7.5 gms of monogtycerize and 7.5 gms of diglyceride at a temperature of from 70 to 
35 75* C until a clear solution of the mixture is produced. Mix 15 gms of erythromycin into the glyceride 
solution thoroughly. The objective of the next step is to convert the composition to a powder form. This may 
be accomplished by any conventional form such as spray drying. In this instance the warm product 
comprised of the glyceride components and the erythromycin is gradually cooled to give a powder. The 
particle size of the product following the spray drying will range from about 2 urn (microns) to 500 urn 
40 (microns). The finished product may consist of a single size or combination of sizes. 

The next step is designed to coat the particles with a coacervate film. The procedure is as follows. 
Make a suspension of the powder referred to above in 100 mis of water containing 10 gms of polymerized 
albumin and 10 gms of monomeric lecithin. Stir the composition for two minutes. Add an appropriate 
alcohol dropwise, n-butyl alcohol is preferred, until a coacervate forms and coats the particles with a 
45 coacervate film, stirring during the addition of alcohol and afterward to insure that coacervate encapsulation 
of the particles continues for from 1/2 to 3 hours. The product is then stored for from 12 to 24 hours at 4* 
C. 

Following the storage step, the particles are separated from the liquid vehicle by filtration or other 
appropriate means and dried using any conventional method. This yields a finished oral product of a 
so coacervate coated pharmaceutically-active component, coated with the coacervate-based film. The product 
can be used to prepare capsules or reconstituted with an appropriate liquid(s), e.g., syrup, to produce a 
product with the desired clinical dose. 

EXAMPLE 9 

55 

The procedure of Example 8 is followed, but in addition, the encapsulated microparticles are subjected 
to a Iyophilizing process before prepared as capsules, tablets, or liquid preparations. 
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EXAMPLE 10 

The proc ss of Example 9 is follow d except the product is divided into four portions. Portion 1 is 
heated at 50* C for 2 minutes; portion 2 is heated at 60* C for 2 minutes; portion 3 is heated at 65* C for 
5 2 minutes; portion 4 is heated at 70* C for 1-1/2 minutes. After the heating step, the products are combined 
thereby forming a sustained release composition. 

EXAMPLE 11 

w The process of Example 9 is followed except that the finished product of Example 9 is processed 
further by adding an additional coacervate (film) coat to the product as per the process of Example 9. The 
resulting composition comprises a sustained release composition with two release rates. 

EXAMPLE 12 

The process of Example 1 1 is followed except that 20% of the finished product is processed to receive 
an additional coacervate (film) coat, two additional coats (films) are applied to 30% of the product, and 50% 
of the product comprises the original finished product of Example 11. The products are mixed together 
thereby comprising a composition with sustained release characteristics, i.e. f three release rates. 

EXAMPLE 13 

The procedure of Example 8 is followed except that regular insulin is used in place of erythromycin and 
in a quantity that will yield a finished oral composition containing 40 units of insulin per dose. 

25 

EXAMPLE 14 

The procedure of Example 13 is followed except that regular insulin incorporated in liposomes is used 
in as the active component. 

30 

EXAMPLE 15 

The procedure of Example 8 is followed, except that urokinase in an amount that will give unit dose of 
50,000 IU is used in place of erythromycin and the encapsulated microparticles are subjected to a 
35 lyophilizing process to produce a powder which can be placed in capsules for oral use or used to 
reconstitute a liquid dosage form by using an appropriate liquid. 

EXAMPLE 16 

40 The procedure of Example 8 is followed except that 15 gms of erythromycin encapsulated in liposomes 
is used.. 

EXAMPLE 17 

45 The procedure of Example 8 is followed except that lidocaine is used in place of erythromycin and in a 
quantity that will yield a finished composition containing 1% lidocaine/5 ml per unit dose. 

EXAMPLE 18 

50 The procedure of Example 8 is followed except that 500 mgs of flourourocil encapsulated in liposomes 
is used as the active component. 

EXAMPLE 19 

55 The procedur of Example 11 is followed except that following the application of the additional 
coacervate coating to the product the composition then is heated at 70* C for 60 s conds. 
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EXAMPLE 20 

The procedur of Example 8 is follow d except that erythromycin is r plac d with urokinase in an 
amount that will yield 50,000 IU of urokinase per unit dose. 

5 

EXAMPLE 21 

The procedure of Example 20 is followed except that the urokinase component is encapsulated in 
liposomes. 

70 

EXAMPLE 22 

This process consists of the following steps: prepare polymerized albumin by adding 1 ethyl-3- 
dimethyl-aminopropyl-carbodiimide to a 10% solution of monomeric albumin in an amount sufficient to 

15 produce a concentration of 5.0% w/v EDC in the product. Process in a colloid mill and/or a microfluidizer for 
about 2 minutes. Next, store the product at about 4* C for about 10 hours. Mix into the product a solution 
of stroma-free hemoglobin to a concentration of about 10% by weight of the composition and about 2 
millimoles of NADPH into the product and process in a colloid milt and/or a microfluidizer for about 5 
minutes; following this step, mix into the solution polymerized lecithin in an amount sufficient to provide the 

20 solution with a concentration of polymerized lecithin of about 8% by weight into the product, and process 
again in a colloid mill and/or a microfluidizer for about 3 to 5 minutes. Next, adjust the pH of the product to 
that of whole blood using HCi or NaOH as necessary. Following this step, adjust the isotonicity using 
plasma electrolytes in such concentration as will give the product the isotonicity of whole human blood. 
Adjust the viscosity as the next step so that the viscosity approximates that of whole blood. At this stage of 

25 manufacture the product may be used as a red blood cell substitute (resuscitation fluid) provided that it is 
first filtered to remove all extraneous matter and all particles that exceed 1 micron in size in any dimension. 
It is preferred, however, that the filtered product be processed further using either a chemical process 
based on a non-toxic crosslinking agent, such as gluteraldehyde, or a physical processing step, such as 
heat. The heating step is preferred and consists of heating the preparation for 2 minutes at a temperature 

30 that may range from 50* C to 70* C producing a film that can range from gel-like to rigid in character. 
Following this step, the resulting composition is filtered to remove all extraneous matter and any microen- 
capsulated particles that exceed 1 micron in size in any dimension. The finished product of this invention 
can consist of particles of 1 urn (micron) or less in size with a minimal degree of surface film hardness or, 
alternatively, it can consist of particles of mixed surface film hardnesses. The desired quantity of the 

35 particles can be added to any appropriate physiological fluid. As such, it will then comprise a product 
suitable for intravenous administration as a red blood cell substitute (resuscitation fluid). If desired, the 
microencapsulated particles may be used in much the same manner as packed red blood cells. If desired, 
the product may be lyophilized or otherwise dried and reconstituted as a resuscitation fluid with any 
appropriate physiological fluid. 

40 

EXAMPLE 23 

The procedure of Example 22 is followed except that polymerized lecithin is used in place of 
monomeric lecithin. 

45 

EXAMPLE 24 

The procedure of Example 22 is followed except that stroma-free hemoglobin incorporated in liposomes 
is used in place of stroma-free hemoglobin. 

50 

EXAMPLE 25 

The procedure of Example 22 is followed but in addition, the encapsulated microparticles are subjected 
to a lyophilizing process to produce a powder form of the composition that can be mixed into an 
55 appropriate physiological fluid to produce a r d blood cell substitute. 



30 




EP 0 274 431 B1 



EXAMPLE 26 



Th procedur of Exampl 22 is follow d xc pt that 10% w/v of modified h moglobin is used in place 
of stroma-free hemoglobin. 

5 

EXAMPLE 27 

The procedure of Example 22 is followed except that the heating step consists of heating the 
composition at 50 • C for 2 minutes. 

10 

EXAMPLE 28 

The procedure of Example 8 is followed, except that erythromycin is replaced with heparin in an 
amount that will give 1000 USP units/ml in the finished product; the composition is subjected to a lyphilizing 
is process to produce a powder form of the composition which can be prepared as tablets or capsules or 
reconstituted using any appropriate pharmaceutical fluid thereby comprising a useful oral medication. 

EXAMPLE 29 

20 The procedure of Example 1 is followed except that (1) 5 gms of erythromycin replaces the hemoglobin 
and (2) the steps involving glutathione and the addition of 1-ethyl-3 dimethyl aminopropyl-carbodiimide are 
omitted. The step to adjust the pH of the composition to approximately 7.4 is made after the storage period. 
After the heating and filtering steps, the microparticles are dispersed in any appropriate physiological fluid. 
The product then is ready for parenteral administration or stored, preferably under refrigeration, until 

25 needed. 

EXAMPLE 30 

The procedure of Example 29 is followed except that urokinase is used in place of erythromycin in a 
30 quantity that will yield a finished composition containing 50,000 IU of urokinase per unit dose. 

EXAMPLE 31 

The procedure of Example 29 is followed except that 500 mgs of flourouracil is substituted for 
35 erythromycin and the sizes of the microparticles of the finished product range from less than 1 urn 
(micron) to 4 urn (microns). 

EXAMPLE 32 

40 The procedure of Example 1 is followed except that 10% w/v of erythropoietin is used in place of 
hemoglobin, and the steps involving the use of glutathione and 1 ethyl-3-dimethyl aminopropyl carbodiimide 
are omitted. The finished product comprises a useful intravenous composition of erythropoietin. The product 
can be lyophilized to produce a powder form of the composition and stored under refrigeration or 
reconstituted with an appropriate physiological fluid for intravenous administration. 

45 

EXAMPLE 33 

The procedure of Example 22 is followed except that 10%" w/v of modified hemoglobin is used in place 
of stroma-free hemoglobin. 

50 

EXAMPLE 34 

The procedure of Example 31 is followed except that the flourouracil is encapsulated in microparticles 
of 2 to 4 um (microns) in size. This product is combined with the erythromycin product of Example 29; the 
55 mixture comprising an intravenous composition composed of two active components with differing particle 
sizes, ryrhtomycin 1 um (micron) or less; flourouracil 2-4 um (microns). 
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EXAMPLE 35 

The procedure of Exampl 22 is followed, xc pt that th stroma-fr e hemoglobin ncapsulated in 
liposomes is used as the starting hemoglobin component. 

5 

EXAMPLE 36 

The procedure of Example 22 is followed but, in addition, the encapsulated microparticles are subjected 
to a lyophilizing process to produce a powder form of the composition that can be stored at 4* C or 
70 r constituted with an appropriate physiologic fluid to produce a red blood cell substitute (intravenous). 

EXAMPLE 37 

The procedure of Example 31 is followed except that the erythromycin and flourourocil incorporated in 
75 liposomes are used as the active components. 

EXAMPLE 38 

The procedure of Example 22 is followed except that 275 mgs of erythromycin is used in place of the 
20 hemoglobin component and the steps involving the use of NADPH and 1 ethyl-3-dimethyl-aminopropyl 
carbodiimtde are omitted. The step in which the pH is adjusted to approximately 7.4. is made after the 
storage period. After the heating and filtering steps, the microparticles are dispersed in any appropriate 
physiological fluid. The product is then ready for intravenous administration or it may be stored, preferably 
at 4* C. 

25 

EXAMPLE 39 

The procedure of Example 38 is followed except that leuprolide in a quantity that will yield leuprolide 
mg/0.2 ml in the finished product is substituted for erythromycin. 

30 

EXAMPLE 40 

The procedure of Example 39 is followed, except that urokinase in that quantity as will give 50,000 IU 
activity per dose in the finished product is used in place of leuprolide and the product is lyophilized. The 
35 product can be reconstituted with an appropriate physiological fluid for intravenous use. 

EXAMPLE 41 

The procedure of Example 40 is followed except that 60,000 IU of urokinase incorporated in liposomes, 
40 is used as the active component. 

EXAMPLE 42 

The procedure of Example 40 is followed except that 500 mgs of flourouracil replaces urokinase and is 
45 processed so that the particle size of the particles ranges from 2-4 urn (microns) and the product of 
Example 38 is mixed with the product of this Example. This comprises an Example of a combination of two 
compositions, each with a different particle size. 

EXAMPLE 43 

50 

Mix to a concentration of 10% w/v stroma-free hemoglobin into a solution of polymerized lecithin of 
about 20% concentration. Process the product in a colloid mill and/or a microfluidizer for 2-3 minutes. Mix 
ascorbic acid of at least 0.1 gm per 100 ml of solution and an amount equal to 10% w/v (100 units/cc. in the 
finished product) of polymerized albumin into the product and process the resulting product in a colloid mill 
55 and/or a microfluidizer for about 5-7 minutes. Next, store the product for 10 hours at 4 • C. Adjust th pH of 
the preparation after the period of storage to 7.4 using HCI or NaOH as necessary. Following this step, add 
electrolytes present in human plasma in such amount as will give the product th isotonicity of whole 
human blood. Next, adjust the viscosity of th product so that it approximates the viscosity of whole human 



32 




EP 0 274 431 B1 



blood. On completion of this st p, th product comprises a microemulsion that consists of microen- 
capsulated particles containing th hemoglobin compon nt. At this stage of manufacture the product may 
be us d as a r d blood cell substitut (r suscitation fluid) provided that it is first filt r d to remov all 
extraneous matter and all particles that exceed 1 urn (micron) in size in any dimension. It is preferred, 
5 however, that the filtered product be heated for 2 minutes at 70 ' C. The product then is filtered to remove 
all extraneous matter and all microencapsulated particles which exceed 1 micron in any single dimension. 
After this step, the product may be used as an intravenous blood substitute or stored, preferably at 4 * C, 
until needed. 

70 EXAMPLE 44 

The procedure of Example 43 is followed except that stroma-free hemoglobin incorporated in liposomes 
is used in place of stroma-free hemoglobin. 

75 EXAMPLE 45 

The procedure of Example 43 is followed but in addition, the encapsulated microparticles are subjected 
to a lyophilizing process to produce a powder form of the composition that can be mixed into an 
appropriate physiological fluid to produce a red blood cell substitute. 

20 

EXAMPLE 46 

The procedure of Example 43 is followed except that 10% w/v of modified hemoglobin is used in place 
of stroma-free hemoglobin. 

25 

EXAMPLE 47 

The procedure of Example 43 is followed except that the heating step consists of heating the 
composition at 50 • C for 2 minutes. 

30 

EXAMPLE 48 

The procedure of Example 43 is followed except that (1) 275 mgs of erythromycin replaces the 
hemoglobin component. The step in which the pH is adjusted to approximately 7.4. is made after the 
35 storage period. After the heating and filtering steps, the resulting microparticles are dispersed in any 
appropriate physiological fluid. The product then is ready for intravenous administration or storage at 4* C. 

EXAMPLE 49 

40 The procedure of Example 43 is followed, but in addition, the composition is lyophilized to produce a 
powder form of the product which can be reconstituted with any appropriate physiological fluid. 

EXAMPLE 50 

45 The procedure of Example 48 is followed, except that 500 mgs of flourouracil is used in place of 
erythromycin and the sizes of the microparticles are in the range of 2 to 4 microns. 

EXAMPLE 51 

50 The procedure of Example 50 is followed except that the flourouracil is encapsulated in liposomes 
before being encapsulated within the coacervate composition. 

EXAMPLE 52 

55 The proc dur of Example 48 is followed xcept that leuprolide in a quantity that will yield leuprolide 
mg/0.2 ml in the finished product is substituted for erythromycin. 
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EXAMPLE 53 

The procedure of Exampl 8 is followed except that 200 mgs. of ibuprofen is us d in place of 
erythromycin. 

5 

EXAMPLE 54 

The procedure of Example 43 is followed except that 10% w/v of erythropoietin is used in place of 
hemoglobin and the step involving the use of ascorbic acid is omitted. The finished product comprises a 
io useful intravenous composition of erythropoietin. 

EXAMPLE 55 

The product of Example 48 is mixed with the product of Example 50 to produce a combination of two 
T5 compositions with differing particle sizes. 

EXAMPLE 56 

The procedure of Example 48 is followed except that leuprolide is used in place of erythromycin, and in 
20 an amount that will give 4 mgs/0.2 ml of leuprolide in the finished product. 

EXAMPLE 57 

The procedure of Example 48 is followed except that erythromycin is replaced with urokinase in an 
25 amount that will give 50,000 IU per dose in the finished product. 

EXAMPLE 58 

The procedure of Example 56 is followed, except that the leuprolide component is encapsulated in 
30 liposomes. 

EXAMPLE 59 

The procedure of Example 8 is followed except that after the addition of n-butyl alcohol and the stirring 
35 step, 10% w/v of pectin is mixed into the product now comprised of the microparticles separated from the 
vehicle. After the step in which pectin is added, the pH of the composition is also adjusted using either HCI 
or NaOH as required to 7.4. The product comprises a composition that can be administered transmucosally 
and/or transdermal^ . 

40 EXAMPLE 60 

The process of Example 59 is followed except that 5% nitroglycerin is used to replace erythromycin 
and 5% w/v of albumin is used in place of pectin. The finished product comprises a transmucosal 
medication. 

45 

EXAMPLE 61 

The process of Example 59 is followed except that 5 mg/ml of lidocaine replaces the nitroglycerin. 
50 EXAMPLE 62 

The procedure of Example 59 is followed xcept that a heating step of about 50 • C for 40 seconds 
replaces the step using n-butyl alcohol. Following heating, the product is processed to separate the 
microparticles from the vehicle. 10% w/v p ctin is mixed into the resulting microparticle composition. During 
55 the step in which the pectin is added, the pH of th product is adjusted to about 7.4 using either HCI or 
NaOH as required. 
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EXAMPLE 63 

The procedure of Exampl 59 is followed except that 5% nitroglycerin is us d in place of rythromycin; 
storage of the composition at room temperature for about 24 hours replaces the heating step. 

5 

EXAMPLE 64 

The procedure of Example 59 is followed except that 5% w/v albumin replaces pectin and 10% 
nitroglycerin is used. 

70 

EXAMPLE 65 

The process of Example 59 is followed except that 5% nitroglycerin is used to replace erythromycin 
and 5% w/v of albumin is used in place of pectin. The finished product comprises a transmucosal 
75 medication. 

EXAMPLE 66 

The process of Example 65 is followed except that 5 mg/ml of lidocaine replaces the nitroglycerin. 

20 

EXAMPLE 67 

The process of Example 66 is used except that 100 units of regular insulin is* used instead of lidocaine. 
25 EXAMPLE 68 

The process of Example 59 is followed except that 0.1% ascorbic acid is added at the same time 
pectin is added. 

30 EXAMPLE 69 

The process of Example 62 is used except that 100 units of insulin is used instead of erythromycin. 
EXAMPLE 70 

35 

The process of Example 62 is used except that 0.2% ascorbic acid is added when pectin is added. 
EXAMPLE 71 

40 The procedure of Example 62 is followed except that 40 units of insulin is used in place of 
erythromycin; storage of the composition at room temperature for about 24 hours replaces the heating step. 

EXAMPLE 72 

45 Mix 10 gms of lecithin into 10 cc of carbon tetrachloride. Add 5 gms of erythromycin to the solution. 
Spray dry the product until all traces of carbon tetrachloride are removed. The resulting product will be 
comprised of powder-like particles comprised of erythromycin and covered by a film of lecithin. Next, make 
a suspension of the powder in 100 mis of water containing 10 gms of polymerized albumin and 10 gms of 
monomeric lecithin. Stir the composition for about two minutes. Add an appropriate alcohol dropwise, n- 

50 butyl alcohol is preferred. During the addition of alcohol the product should be stirred gently until a 
coacervate forms and coats the particles with a coacervate film. Stirring continues for from 1/2 to 3 hours to 
insure coacervate encapsulation of the particles. After this step, adjust the pH to 7.4 and if desired, store for 
from 12 to 24 hours at 4* C. 

Following the storage step, the particles are separated from the liquid vehicl by filtration or other 

55 appropriate m ans and dried using any conventional method. This yields a finished oral product comprised 
of coac ravate coated erythromycin. The product can be used to prepare tablets, capsules or reconstituted 
with an appropriate liquid(s), e.g., syrup, to produce a product with the desir d clinical dose. 
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EXAMPLE 73 

Mix 10 gms of lecithin into 10 cc of carbon t trachloride. Add 3 gms of erythromycin into the solution. 
Distill the product until all traces of the carbon tetrachloride are removed and the product, comprised of 
5 lecithin and erythromycin, is in the form of a viscous residue. Mix 50 mis of a 10% solution of albumin into 
the product. Add 100 mis of distilled water and centrifuge the composition for 10 minutes at 2500 rpm. The 
particles now separated from their vehicle are collected. They comprise an oral erythromycin coated by a 
coacervate film. 

70 EXAMPLE 74 

The method of Example 73 is followed except that the steps that begin with the addition of the albumin 
component are repeated. 

15 EXAMPLE 75 

The process of Example 72 is followed except that the product of Example 72 is converted to a 
sustained release preparation using the following method. Make a suspension of the powder referred to 
above in 100 mis of water containing 10 gms of polymerized albumin and 10 gms of monomeric lecithin. 
20 Stir the composition for two minutes. Add n-butyl alcohol dropwise until a coacervate forms and coats the 
particles with a coacervate film, stirring continues for from 1/2 to 3 hours during the addition of alcohol and 
afterward to insure coacervate encapsulation of the particles. The product is then stored for from 12 to 24 
hours at 4* C. 

Following the storage step, the particles are separated from the liquid vehicle by filtration and dried. 
25 The resulting composition comprises a sustained release medication useful for oral administration. 

EXAMPLE 76 

The process of Example 74 is followed except that the product of Example 74 is converted to a 
30 sustained release preparation using the following method. Make a suspension of the powder referred to 
above in 100 mis of water containing 10 gms of polymerized albumin and 10 gms of monomeric lecithin. 
Stir the composition for two minutes. Add n-butyl alcohol dropwise until a coacervate forms and coats the 
particles with a coacervate film, stirring continues for from 1/2 to 3 hours during the addition of alcohol and 
afterward to insure coacervate encapsulation of the particles. The product is then stored for from 12 to 24 
35 hours at 4* C. 

Following the storage step, the particles are separated from its liquid vehicle by filtration and dried. The 
r suiting composition comprises a sustained release medication useful for oral administration. 

EXAMPLE 77 

40 

Mix 6 gms of lecithin in 200 mis of water; add about 24 mis of an appropriate alcohol such as n-butyl 
alcohol dropwise to the mixture. Next mix a solution comprised of 3 gms of NaCI and 60 mis of water into 
th lecithin-alcohol composition and allow to stand until a two phase coacervate is produced. Separate the 
two phases and add 20% acetylcysteine to the coacervate phase. Mix thoroughly. The pH is adjusted to 8.0 
45 after which the composition containing the medication may be administered by nebulizer which sprays a 
mist of the particles having a particle size of 1 urn (micron) or less. 

EXAMPLE 78 

so The process of Example 77 is followed except that 5 gms of lecithin is added to the coacervate phase 
in place of acetylcysteine and the pH is adjusted to 7.4 using HCI or HaOH as required. 

EXAMPLE 79 

55 The process of 77 is follow d except that the lecithin-coacervat phas , per se, is adjusted to a pH of 
7.4 and used as an inhalant medication. 
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EXAMPLE 80 

H at a mixtur of 7.5 gms of monoglyceride and 7.5 gms of diglycerid at a t mp ratur of from 70 to 
75* C until a clear solution of the mixture is produced. Mix 15 gms of erythromycin into the glyceride 

5 solution thoroughly. Next, process the product by means of a spray drying step to produce a powder form 
of the product. Next, Make a suspension of the powder in 100 mis of water containing 10 gms of 
polymerized albumin and 10 gms of monomelic lecithin. Stir the composition for about two minutes. Add n- 
butyl alcohol dropwise until a coacervate forms and coats the particles with a coacervate film, stirring for 
from 1/2 to 3 hours during the addition of alcohol and afterward to insure coacervate encapsulation of the 

70 particles. The product is then stored for from 12 to 24 hours at 4 * C. 

Following the storage step, the particles are separated from the liquid vehicle by filtration or other 
appropriate means. The particles are processed using a colloid mill and/or a microfluidizer and sieving 
procedures to produce particles which are 1 urn (micron) or less in size. After this step, the quantity of 
particles necessary to produce the required dose is mixed into any appropriate fluid including the liquid 

75 vehicle referred to above. The product comprises an inhalant medication and is administered by nebulizer 
or other mist spraying apparatus. 

EXAMPLE 81 

20 The method of Example 77 is followed except that 15 gms of erythromycin is used in place of 
acetylcysteine and the pH adjustment is made to 7.4. 

EXAMPLE 82 

25 The procedure of Example 1 is followed except that (1) 275 mgs of erythromycin is dispersed in oleic 
acid of 10% w/v as the first step of the process and the step using the reducing agent is omitted. The step 
to adjust the pH of the composition to approximately 7.4. is made after the storage period. After the heating 
and filtering steps, the microparticles are dispersed in any appropriate physiological fluid. The product is 
then ready for oral administration or stored, preferably under refrigeration, until needed. The composition 

30 may be administered orally, if desired. 

EXAMPLE 83 

The procedure of Example 82 is followed except that the object of the heating step in this method is to 
35 produce microparticles which are gel-like in character. The composition is heated at about 60 • C for about 
45 seconds. The resulting composition then is centrifuged to separate the particles from the vehicle of the 
product; following this step, about 10% w/v of pectin and about 0.1% of ascorbic acid are mixed into the 
product now comprised of the microparticles separated from the vehicle. During the steps in which pectin 
and ascorbic acid are added, the pH of the composition is also adjusted using either HCI or NaOH as 
40 required to about 7.4. The product comprises a nasally or rectally administered medically useful composi- 
tion. The addition of ascorbic acid can be omitted. 

EXAMPLE 84 

45 The procedure of Example 83 is followed except that in place of the heating step, the product is stored 
at room temperature for about 24 hours and 5% nitroglycerin is used in place of erythromycin. 

EXAMPLE 85 

50 The procedure of Example 84 is followed. The finished product however is applied to the skin. The drug 
is released from the composition and enters the circulation through the skin. 

EXAMPLE 86 

55 The procedure of Example 84 is followed except that 4000 meg of vitamin B-12 is used in place of 
rythromycin. 
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EXAMPLE 87 

The procedure of Example 84 is followed xc pt that 4 mgs/0.2 ml of I uprolide is used in place of 
erythromycin. 

5 

EXAMPLE 88 

The procedure of Example 87 is followed except that the composition is administered rectally either in 
the form of an ointment or a suppository. 

10 

EXAMPLE 89 

The procedure of Example 86is followed except that the composition is applied to the skin, thereby 
comprising a transdermal preparation. 

T5 

EXAMPLE 90 

The procedure of Example 82 is followed with the following exceptions: The heating step consists of 
heating the composition for 45 seconds at about 50* C and the adjustment of the pH takes place at a 
20 different point in the manufacturing process. Following the heating step, the microparticles are separated 
from the vehicle and 10% pectin and 0.1% ascorbic acid are mixed into the composition comprised of the 
microparticles. During this step, the pH of the product is adjusted to 7.4 using HCI or NaOH as required. 
The finished product comprises a nasally or rectally administered medically useful composition. 

25 EXAMPLE 91 

The procedure of Example 90 is followed except that 5 mg/ml of lidocaine is used in place of 
erythromycin. 

30 EXAMPLE 92 

The procedure of Example 91 is followed except that the composition is applied to the skin, thereby 
comprising a transdermal preparation. 

35 EXAMPLE 93 

The process of Example 83 is followed except that 10 mgs/ml of ephredrine is used in place of 
erythromycin. 

40 EXAMPLE 94 

The procedure of Example 93 is followed except that the preparation is applied to the skin thereby 
comprising a transdermal preparation. 

In accordance with another important embodiment of the method used to prepare both oral and 

45 parenteral compositions, the drug-containing coacervate compositions are prepared by (a) dissolving a 
phospholipid in water and adding thereto an alcohol in an amount which will cause the phospholipid-water- 
alcohol preparation to separate into three immiscible layers wherein the lowest layer is colloid-poor, the 
middle layer is colloid-rich, and the upper layer is alcohol; (b) separating the middle phase, the nonpolar, 
colloid-rich phase, from the other two phases; and (c) adding a water-insoluble drug to a colloid-rich phase 

so in such quantity as will produce a solution containing the drug component in the desired dosage for oral, 
tissue lining absorptive or parenteral administration. The colloid-poor lower phase may be used to solubilize 
water-soluble compounds. Either the colloid-rich or colloid-poor phases or a combination of both phases 
may be used to encase the physiologically active compounds. Additionally, the drug delivery compositions 
of the present invention can be prepared in the form of microencapsulated sustained release formulations 

55 (emulsions) of orally, tissue lining absorptive, or parenterally administrable drugs. The microencapsulated 
particles range in size from less than abut 100 nanometers to about 3 urn (microns) or larger. In the 
practice of the time-release embodiment of the present invention, the final composition or product may be 
composed of particles of the same or different sizes, with differing time-release characteristics. 
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In accordance with th preferr d method of this embodiment of the pr sent invention, an alcohol, such 
as isopropyl alcohol, is added dropwise to a 4% w/v aqueous solution of one or more surface active agents, 
such as albumin, until a two-phas liquid aqueous system is produced. Th two phases are separated. The 
upper phase is referred to as the colloid-rich phase; the lower phase known as the colloid-poor phase is 

5 discarded or stored for later use to prepare additional quantities of the coacervate composition. A 4% w/v 
quantity of dry lecithin powder is dissolved in the colloid-rich phase creating an albumin-lecithin based 
colloid-rich phase. The oral or parenteral drug to be used is dissolved in the colloid-rich phase as described 
with reference to the three-phase embodiment of manufacture. The finished composition of this embodiment 
of the present invention can be prepared either as an emulsion or as a suspension. 

70 A critical distinction between the coacervate-based blood substitute compositions identified in prior 
patents and the compositions of this embodiment of the present invention is in the addition of an 
appropriate alcohol to a composition to form a two-phase coacervate composition with alcohol on top as an 
upper third layer or phase. The middle coacervate phase then is separated out and a phospholipid, such as 
lecithin, is added thereto. A second coacervate composition results therefrom and is used to formulate the 

15 coacervate compositions of this embodiment for new and unexpected stability. As an option, the middle 
coacervate phase can be used without the addition of the phospholipid. 

In accordance with the principles of the present invention, any appropriate non-toxic coacervate 
composition can be used in the manufacture of the drug delivery compositions of the present invention. The 
coacervate-enveloped compositions of the present invention incorporate non-toxic endogenous or exoge- 

20 nous surface-active agents, derivatives thereof and/or combinations of surface-active agents or derivatives. 

To achieve the full advantage of the alcohol embodiment of the present invention, the coacervate 
compositions include a phospholipid, such as lecithin; a protein with surface-active properties, such as 
albumin; an alcohol such as n-butyl alcohol and water. 

Any drug, particularly drugs administered parenterally or absorbed through the tissue lining, drugs 

25 which are prepared and administered at an excessive pH, parenteral drugs that require pH adjustment 
immediately prior to injection and any salt of a parent drug compound which has been neutralized by 
means of the proper acid-base reaction to yield the parent compound may be used as the drug component 
in the orally, tissue lining absorbed, or parenterally administrable coacervate based film-enveloped composi- 
tions of the present invention. 

30 It should be noted that while the compositions of the present invention stabilize and solubilize oral, 
tissue lining absorbed and parenteral drugs as described, some dissolution of the drug also occurs in 
accordance with the principles of the present invention. 

Either the colloid-rich phase of the two-phase liquid aqueous coacervate composition, the colloid-poor 
phase, or a combination of the colloid-rich and the colloid-poor phases of the compositions may be used to 

35 produce the outer coacervate based film enveloping the physiologically active compounds as orally, tissue 
lining absorptive, or parenterally administrable compositions of the present invention. To achieve the full 
advantage of the present invention, the physiologically active compound(s) are incorporated into the colloid- 
rich phase of the composition. The colloid-poor phase can be used to incorporate and deliver formulations 
of water-soluble, polar and semi-polar drugs. Administration of the formulations of this invention may be 

40 oral; absorbed through the tissue lining of the mouth, nasal passages, or rectum; intravenous; intramuscular 
or subcutaneous, as desired. 

Drug compositions commonly understood to be water-insoluble, as defined in the U.S. Pharmocopia, 
now can be solubilized in an aqueous media by use of the present drug delivery compositions. Further, the 
compositions of the present invention provide a basis for improving the manufacture and efficacy of literally 

45 hundreds of orally, tissue absorptive, and parenterally administered drugs. 

A preferred two-phase liquid aqueous coacervate composition in accordance with the alcohol embodi- 
ment of the present invention is prepared using the following steps. To 100 mis of sterile, pyrogen-free 
water are added 1-6% w/v of lecithin, derived from egg or other acceptable sources. The mixture is mixed 
or shaken vigorously until the lecithin is thoroughly dissolved. 6 to 12 mis or more of any acceptable 

so alcohol, particularly a lower alcohol having 1 to about 6 carbon atoms, such as ethyl alcohol, n-butyl alcohol, 
and the like then is added to the lecithin solution, and the solution then is shaken vigorously for from 10 to 
30 seconds and set aside, undisturbed, for from less than 1 to more than 4 hours. Within this period of 
time, the solution will separate into three phases or layers. If at the end of two hours the phases have not 
separated out, additional alcohol may be added dropwise until the separation of phases occurs. If desired, 

55 the period of undisturbed storage may extend to 24 hours or longer. Longer periods of storage typically 
result in gr ater yields of the coacervate phase. At the close of the storage period, it will be observ d that 
three layers have formed. The uppermost layer comprised of n-butyl alcohol is separated from the other 
phases such as by decanting or through a separating funnel, and set aside since it is now extraneous to the 
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coacervate system. Th middle layer comprises approximately 50 mis. of a colloid-rich coacervate phase 
and the bottom layer comprises approximately 50 mis of a colloid-poor (equilibrium water) phase. The 
proportions of the bottom and middle phases may vary from 0.5% to 99.5%, based on the volume of both 
layers. 

5 After separation of the phases is completed, from 1 to 2 grams of a surface active protein such as 
human serum albumin, is dissolved in the colloid-rich coacervate phase of the solution to form a second 
coacervate system or composition. The preparation is then stored, preferably under refrigeration at 4-10* 
C, until visual inspection indicates that the preparation has separated into two phases. The upper layer 
comprises the colloid-rich phase of the second coacervate composition; the bottom layer comprises the 

70 colloid-poor phase of the second coacervate composition. The two phases can be separated, such as by 
decanting, and a desired dosage of a drug or other physiologically active compound is dissolved in either 
the colloid-rich phase and/or the colloid-poor phase to provide an injectable, orally, or tissue absorptive 
administrable composition. If desired, the quantity of drug combined into the coacervate composition may 
be more or less than a standard dose to provide a modified clinical dose. Additionally, if desired, urea in an 

75 amount that may range of 1% to 40% w/v may be added to the coacervate phase, prior to the addition of 
the drug component to make the coacervate phase less non-polar. 

In accordance with another important embodiment of the present invention, a monoglyceride, 
diglyceride and/or a triglyceride is included in the coacervate composition as a liquid vehicle for dispersing 
or solubilizing one or more physiologically active compounds therein. The vehicle containing the physiologi- 

20 cally active compound dissolved or dispersed therein then is enveloped in one or more exterior layers of a 
coacervate based film in order to provide new and unexpected stability to the orally, tissue absorptive or 
parenterally administrable compositions. As used herein, the term "triglycerides" refers to short chain, 
medium chain, long chain, and hydrogenated triglycerides. In this invention monoglycerides and 
diglycerides may be used as an option. Combinations of mono, di, and triglycerides also may be used. 

25 Medium chain triglycerides are preferred. In an optional process, physiologically acceptable halogenated 
compounds, particularly halogenated hydrocarbons may be substituted for the glyceride component of the 
compositions of the present invention. The preferred halogenated chemicals are the perfluorohydrocarbons, 
such as perfluorodecalin. Suitable other perfluorochemicals include perfluorotributylamine, perfluoro-N.N 
dimethylcyclohexylmethylamine, perfluorotripropylamine and perfluorotrimethylbicyclo(3.3.1)nonane. Other 

30 suitable halogenated hydrocarbons include halothane (2-bromo-2-chloro-l,1,1-trifluoroethane) and 
methoxyflurane(2,2-dichloro-1,1-difluoroethylmethylester). 

All components may be prepared, combined and/or mixed under sterile conditions. The water used in 
manufacturing the coacervate system should be sterile and pyrogen-free for intravenous preparation! 

In accordance with this embodiment, the pharmaceutical component or combinations thereof are 

35 dissolved in a glyceride, preferably a medium chain triglyceride, preferably 30% w/v, containing a 
pharmaceutical component solubilizing agent, such as a hydrogenated oil, oleic acid, or linoleic acid 
preferably 10% w/v, based on the weight of the triglyceride to substantially increase stability. The 
triglyceride may be 1% to 80% w/v of the composition and may be a monoglyceride or a diglyceride or 
mixtures of one or more mono, di, or triglycerides. The solubilizing agent may be added to the glyceride in 

40 an amount of about 0% to about 50% by weight of the glyceride, for example, 10% hydrogenated 
vegetable oil or oleic acid, whenever needed for complete solubilization of physiologically active compo- 
nents. The glyceride component may be composed of short chain (up to C9), medium chain (C9 to C18), 
long chain (above C18) and/or hydrogenated triglycerides or combinations thereof depending upon the 
composition to be prepared. Medium chain (C9 to C18) triglycerides are preferred. The quantity of the 

45 pharmaceutical component(s) mixed into the triglyceride may range from 0.1% to 15% in excess of 
conventional clinical doses. The individual dose of the pharmaceutical component(s) of the finished 
composition is adjusted as necessary to meet clinical requirements. 

The preferred method of the triglyceride embodiment of the present invention also provides for 
preparation of sustained release forms of the microemulsions described above. This process involves the 
. so following steps: (1) Mix the desired quantity of the pharmaceutic component(s) into a solution containing 
that quantity of a medium chain triglyceride containing 10% hydrogenated oil as will comprise 30% w/v in 
the finished product; the w/v concentration of the triglyceride component may vary from 1% to 80% w/v; 
30% w/v is preferred; the quantity of the pharmaceutic component(s) used can range from 0.01% to 15% in 
excess of established clinical doses; in the finished product, the individual dose is adjusted to clinical 

55 requirements. (2) Prepare a second solution comprising 5% w/v of albumin; mix the same pharmaceutic 
component(s) used in step 1 into the albumin solution in an amount that may range from 25% less than the 
established clinical dose to 15% in excess of the established clinical dose; 3% w/v of lecithin then is mixed 
into the product of step 1; this mixture is repeatedly passed through an appropriate colloid mill to product a 
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microemulsion, th particles or droplets of which are one micron or I ss in size; it is pr ferred that heat, in a 
range from 30 • C to 70 • C, be applied during the microemulsifying step; in an alternative procedure, the 
h ating step may b def rr d until th micro mulsion has be n formed, as described. 

Specific examples of the alcohol and glyceride embodiments of the present invention are provided in 
5 the following examples 127-160. 

EXAMPLE 95 

To 100 mis of sterile, pyrogen-free water is added 4% w/v of egg lecithin. The mixture is stirred 
10 vigorously until the lecithin is thoroughly dissolved. 10 to 12 mis of n-butyl alcohol then are added to the 
lecithin solution, which is then shaken vigorously for from 1 to 2 hours. At the close of the storage period, it 
is observed that three layers or phases have formed. The middle layer comprising the colloid-rich phase is 
separated from the other phases by means of a separatory funnel. 1 to 3 grams of human serum albumin 
then is dissolved in this colloid-rich phase. The solution then is stored at from 4 to 10* C until visual 
f5 inspection indicates that this solution has separated into two phases and that no increase in the volume of 
said phases is occurring. The two phases then are separated by means of a separatory funnel. That 
quantity of diazepam is added to the colloid-rich phase as will result in a final concentration of 5 mg of 
diazepam per milliliter of coacervate solution. After this step, the colloid-poor (lower) phase is mixed into the 
colloid-rich phase. The resulting mixture then is emulsified to produce a microemulsion. The pH of the 
20 microemulsion then is adjusted, if necessary, to 7.3-7.4 by the dropwise addition of dilute hydrochloric acid 
or sodium hydroxide. The preparation then can be stored in suitable containers for use orally or by 
injection. 

EXAMPLE 96 

25 

The procedure of Example 95 is followed except that prior to storage or administration, the composition 
is heated to produce a sustained (time-release) preparation. The preparation described in Example 1 is 
heated at 70* C for 60 seconds. The resulting microencapsulated droplets are separated from the 
emulsion, washed thoroughly with sterile water, then dried thoroughly and dispersed in any appropriate 
30 vehicle for parenteral or oral use, for example, to provide a composition containing 5 mg of diazepam per 
milliliter of solution. On completion of this step, the composition may be administered orally, by injection or 
stored in suitable containers until needed. 

EXAMPLE 97 

35 

The procedure of Example 95 is followed except that 10 mis. of a commercial preparation of diazepam 
is used in place of diazepam (parent compound). 

EXAMPLE 98 

40 

The procedure of Example 96 is followed except that 5 mgs of diazepam is used in place of the 
commercial parenteral preparation of diazepam. 

EXAMPLE 99 

45 

The procedure of Example 95 is followed except that 50 mgs of a commercial preparation of phenytoin 
is used instead of diazepam. 

EXAMPLE 100 

50 

The procedure of Example 96 is used except that 50 mgs of a commercial parenteral preparation of 
phenytoin is used in place of diazepam. 

EXAMPLE 101 

55 

The procedure of Example 95 is followed except that 50 mgs of .phenytoin, as the par nt compound, is 
used. 
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EXAMPLE 102 

The procedure of Example 96 is followed except that 50 mgs of phenytoin, as the parent compound, is 
used in place of diazepam. 

5 

EXAMPLE 103 

The procedure of Example 95 is followed except that 7 mis of diazepam are used. 
10 EXAMPLE 104 

The procedure of Example 95 is followed except that 100 mgs of a commercial intramuscular parenteral 
preparation of tetracycline HCI is used in place of diazepam. 

15 EXAMPLE 105 

The procedure of Example 96 is followed except that 100 mgs of a commercial intramuscular 
preparation of tetracycline HCI is used in place of diazepam. 

20 EXAMPLE 106 

The procedure of Example 95 is followed except that 100 mgs of a crystalline tetracycline is used in 
place of diazepam. 

25 EXAMPLE 107 

The procedure of Example 106 is followed except that 250 mgs of a commercial intravenous 
preparation of tetracycline HCI (neutralized) reconstituted as per the manufacturer's directions is used 
instead of diazepam. 

30 

EXAMPLE 108 

The procedure of Example 95 is followed except that preparation of the composition is completed when 
the diazepam is dissolved in the colloid-rich phase of the coacervate system. The preparation is then ready 
35 for oral or parenteral administration or storage. 

EXAMPLE 109 

The procedure of Example 95 is followed except that preparation of the composition is completed when 
40 the phenytoin is dissolved in the colloid-rich phase in place of diazepam. The preparation then may be 
orally or parenterally administered or stored as required. 

EXAMPLE 110 

45 The procedure of Example 95 is followed except that tetracycline is dissolved in the colloid-rich 
coacervate phase in place of diazepam. The preparation is then ready for oral or parenteral administration 
or storage. 

EXAMPLE 111 

50 

The procedure of Example 95 is used to the point where the colloid-rich phase is separated from the 
colloid-poor phase. Instead of using the colloid-rich phase to dissolve the drug component, the colioid-poor 
phase is used to incorporate the drug component. Thus, 5 mis of commercial trimethoprinsulfamethazole 
infusion is thoroughly mixed into 125 mis of the colloid-poor phase. The preparation then is ready for 
55 infusion. 
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EXAMPLE 112 

The proc dure of Example 111 is followed xcept that after the drug is mixed into the colloid-poor 
phase, 125 mis of the colloid-rich phase is added and the preparation emulsified. The composition then 
5 may be infused. 

EXAMPLE 113 

The procedure of Example 96 is followed except that glucagon, in any quantity ranging from 0.5 mg to 
70 1.0 mg, is substituted for the diazepam. If desired, from 25 mgs to 150 mgs of lactose is added to the 
preparation following the addition of glucagon. 

EXAMPLE 114 

75 The procedure of Example 96 is followed except that 0.5 mg of glucagon is substituted for the diazepam. 
EXAMPLE 115 

The procedure of Example 95 is followed except that Methyldopate HCI is used instead of diazepam 
20 and 1% w/v of urea is added prior to the incorporation of the drug component. 

EXAMPLE 116 

Melt the solid form of 15% w/v of long chain triglycerides and 15% w/v medium chain triglycerides. Add 
25 250 mg of erythromycin to the melted product and add 5 ml of an aqueous solution containing 5% albumin 
and 3% lecithin to this mixture to provide about 250 mg. of erythromycin in the colloid-rich phase. Mix the 
resulting product and permit the composition to slowly cool to room temperature. If the product is to be 
used intravenously, adjust the pH and isotonicity as described previously. If the finished product is to be 
administered orally, adjustment of the pH and isotonicity is optional. Process the product through a colloid 
30 mill. This will produce a microsuspended composition having solid microparticles comprised of the 
pharmaceutic component(s) encapsulated by a triglyceride/coacervate film. While the intravenous product 
should consist of particles one micron or less in size, oral compositions may have a mixture of particle 
sizes ranging from a nanometer to 10-15 microns. 

35 EXAMPLE 117 

The procedure of Example 116 is followed except that 1000 units/ml per unit dose of heparin is used in 
place of erythromycin. 

40 EXAMPLE 118 

Example 95 is followed except 10 ml of Factor VIII is substituted for diazepam. 
EXAMPLE 119 

45 

Example 95 is followed except 30 ml of Factor IX complex is substituted for diazepam. 
EXAMPLE 120 

50 Example 95 is followed except 250 mg of atrial peptide 3 is substituted for diazepam. 
EXAMPLE 121 

14% by weight of hemoglobin is encapsulated in a liposome product and then the liposome is placed in 
55 the coacervate phase of Example 95. The remaining procedure is the same as Example 95. 
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EXAMPLE 122 

Th procedure of Example 95 is follow d except that nutritional quantities of L clonine, L argiuine, L 
aspartic acid, L glutamine, glysine, L histidine, L proline, L servine, and L tryosine also are added. 

5 

EXAMPLE 123 

The procedure of Example 95 is followed except that the diazepam component is first enveloped in a 
liposome. The resulting product then is mixed into the coacervate phase and processed in the manner 
;o described in Example 127. 

EXAMPLE 124 

The procedure of Example 123 is followed except that 5 mg of heme is used in place of diazepam. 

75 

EXAMPLE 125 

The procedure of Example 123 is followed except that 2,500.000 I.U. of urokinase is used in place of 
diazepam. 

20 

EXAMPLE 126 

The procedure of Example 123 is followed except that, that amountof erythromycin as will give 250 mg 
of erythromycin in the finished product is used in place of diazepam. 

25 

EXAMPLE 127 

The procedure of Example 123 is followed except that, that amountof insulin as will result in a finished 
product containing 40 units of insulin is used in place of diazepam. 

30 

EXAMPLE 128 

The procedure of Example 123 is followed except that, that amount of stroma free hemoglobin as will 
r suit in a finished product containing 14 percent by weight of stroma free hemoglobin is used in place of 
35 diazepam. 

In accordance with another important embodiment of the present invention, compositions capable of 
oral or intravenous administration, can be prepared containing a physiologically-active component that 
augments the oxygen-transport capability of the body, to treat various anemias, and act as an oxygen- 
carrying plasma volume expander. Initially, three aqueous solutions are prepared: an aqueous solution 
40 including at least 0.1%, e.g. .1 to 5% w/v of a first non-toxic surfactant, such as albumin; optionally an 
aqueous solution including at least 0.1%, e.g. .1 to 5% w/v of a second surfactant, such as lecithin; and a 
aqueous solution containing an oxygen-carrying molecule containing iron, such as heme, a hemoprotein 
and/or a heme-hemoprotein complex. It is preferred that the hemoprotein of the heme-hemoprotein complex 
be stroma-free hemoglobin. 

45 In accordance with still another important embodiment of the present invention, it has been found that 
the instability of the physiologically-active iron-containing molecule capable of carrying and releasing 
oxygen (heme and/or the hemoproteins and/or the heme-hemoprotein complex) can be minimized or 
substantially completely eliminated by treating a solution (preferably aqueous) containing the iron-containing 
molecule, prior to coacervation, with a chemical complexing agent capable of forming a stable iron complex, 

so such as carbon monoxide or an inorganic cyanide, particularly cyanide salts or cyanide complexes, such as 
sodium cyanide or hydrogen cyanide, and thereafter treating the complexed solution, preferably to 
saturation, with an interactant, capable of interaction with the iron complex, to release the complexing agent 
from the iron-containing molecule which escapes from the solution in gaseous form. To achieve the full 
advantage of the present invention, the chemical complexing agent is carbon monoxide and the interactant 

55 is oxygen or purified air bubbled through the solution in excess to release the carbon monoxide from the 
iron-containing molecule and saturate the solution to remove the carbon monoxide from the solution. This 
process of iron-complexing and then interaction to release the complexing molecule will stabilized the 
physiologically-active iron-containing solution, ither before or after admixtur or emulsification with the 
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other components of the composition so long as the process is carried out prior to coac rvation. To achieve 
full advantage of the present inv ntion, an antioxidant, such as ascorbic acid, is added to the final 
composition to prevent oxidation of the final composition. 

In general, the amoant of heme and/or hemoprotein, and/or heme-hemoprotein complex present in the 

5 composition of the present invention is determined by the clinically indicated required dose for the 
treatment of a particular dysfunction. If the composition is to be used to augment the oxygen-carrying 
capacity of the recipient, the amount of heme, hemoprotein and/or heme-hemoprotein complex in the 
composition of the present invention is the amount necessary to restore oxygen transport to normal levels 
within the time frame of the treatment regimen. However, if the intended use of the composition of the 

w present invention is to treat anemic states, such as those due to blood loss, the quantity of heme, 
hemoprotein and/or heme-hemoprotein complex is the amount necessary to restore normal hemoglobin 
levels of between approximately 5% and approximately 14% within the time frame of the treatment 
regimen. Likewise, if the intended use of the composition of the present invention is to treat iron deficiency 
states, an exemplary amount of heme, hemoprotein and/or heme-hemoprotein complex is that amount that 

75 introduces approximately 100-150 mg of elemental iron per dose. 

In accordance with the preferred embodiment, the aqueous albumin, lecithin and heme, hemoprotein 
and/or heme-hemoprotein complex solutions then are thoroughly admixed. Alternatively, the powdered 
forms of albumin, lecithin, and the heme, hemoprotein and/or heme-hemoprotein complex can be admixed, 
then converted into a solution by adding sufficient water such that the amount of albumin and lecithin each 

20 equals approximately 3% w/v in the finished composition, and the heme, hemoprotein or heme-hemoprotein 
equals from about 5% to about 30% w/v in the finished composition. This mixture then is subjected to a 
physical or chemical precipitating agent. For example, heat, ranging from about 20 * to about 70 * C, is 
applied until the mixture "precipitates" to produce an aqueous two-phase coacervate system. Temperatures 
below about 20° C, or above about 70° C, can be utilized according to the method of the present 

25 invention so long as the time of heat treatment causes the solution to precipitate into a two-phase 
coacervate solution while preventing excessive heat treatment to the extent of denaturing the composition 
causing loss of the coacervate. Alternatively, rather than heating, a non-toxic alcohol, such as ethyl alcohol, 
or an appropriate electrolyte, such as sodium chloride, can be added to the mixture to produce an aqueous, 
two-phase coacervate system. The coacervate system then is emulsified using conventional techniques. 

30 The isotonicity and the pH of the emulsion are adjusted to approximate the values found in the human 
body, approximately 0.9% saline. The pH is adjusted using an acid, such as hydrochloric acid, or an 
alkaline substance, such as sodium hydroxide. Isotonicity is adjusted through addition of an appropriate 
electrolyte such as sodium chloride, or water as required. 

This emulsion can be used as a composition for the oral or intravenous introduction of iron into the 

35 body. However, the optional addition of a sterol, such as cholesterol, added in a sufficient amount, for 
example from 1% to 5% w/v based on the total weight of both phases, provides the composition with a 
degree of surface hardness thereby improving the composition for use as an orally or intravenously 
administrable composition. 

The emulsion also can be processed further, before isotonicity and pH adjustments are made, by using 

40 conventional techniques to produce a microemulsion. The microemulsion includes the coacervate-based 
microemulsified particles and the heme, and/or hemoprotein and/or the heme-hemoprotein complex, each in 
a form that is compatible with the reticuloendothelial system and microcirculation systems of the human 
body and is a size that can be absorbed by the intestines. This microemulsion composition can be 
administered orally or intravenously. 

45 For oral administration, the microemulsion can be dispensed by any of the conventional oral dosage 
forms, such as liquid microemulsion or soft capsulation, e.g. a syrup or a capsule containing a liquid. In 
accordance with another important feature of the present invention, the microemulsion can be processed 
further using either heat or a cross-linking agent to produce a microencapsulated composition having 
sustained time-release characteristics. Generally, heat, ranging from 25* to 70* C, is preferred, and is 

so applied over varying time periods, such as 2 sec. to 150 sec, to convert the microemulsion into 
microencapsulated particles having varying degrees of surface-coacervate film hardnesses. The microemul- 
sified coacervate can also be treated at temperatures 70* C, or below 25* C, for a time sufficient to 
produce a time-release composition capable of releasing the physiologically-active component, for example, 
up to about 72 hours, after administration of the composition. It has been found that longer heating time 

55 increases the film hardness, ther by affecting the time-release characteristics of microencapsulated par- 
ticles. Therefore, particles of similar or different release rates can be combined in a single dose and can be 
administered orally or intravenously after being placed in an appropriate vehicle or dosage form. 
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In accordance with the present invention, coac rvate systems also can be produc d by using a single 
surfactant, such as albumin alone, and a pr cipitating agent. The precipitating agent can be a non-toxic 
alcohol, such as isopropyl alcohol or n-butyl alcohol, el ctrolytes, heat, or a combination thereof. Similarly, 
an alternative coacervate system that can be used in the compositions of the present invention, can be 

5 manufactured by preparing an aqueous solution of a surfactant, such as lecithin, and then adding a 
precipitating agent, such as an alcohol or an electrolyte in sufficient amount for phase separation to to yield 
a coacervate system. Subsequent processing steps for these alternative coacervates to produce orally or 
intravenously administrate microemulsified or microencapsulated compositions are identical to the pro- 
c ssing steps described above. 

10 Specific examples directed to the coacervate compositions including an iron-containing molecule 
capable of carrying and releasing oxygen (heme and/or hemoproteins and/or heme-hemoprotein complexes) 
are provided in the following examples 129-143. 

EXAMPLE 129 

T5 

An aqueous 3% w/v solution of albumin, an aqueous 3% w/v solution of lecithin and an aqueous 
solution of heme, containing the dose of heme desired in the end product, are thoroughly admixed after the 
heme solution was treated with sufficient carbon monoxide to drive off essentially all the oxygen. The 
mixture then is heated at 50 • C. for a sufficient time to produce a two-phase coacervate system. The two- 

20 phase coacervate system then is emulsified in a blender, followed by the addition of an antioxidant, such as 
ascorbic acid, and by adjustment of (1) isotonicity using sodium chloride and/or water and (2) pH using 
ither an acid or a base, such as hydrochloric acid or sodium hydroxide in an amount sufficient to bring the 
isotonicity and pH values of the emulsion within normal physiological ranges, e.g., 7.2 to 7.5 pH. The 
mulsion then is converted, by conventional colloid mill techniques to a microemulsion of coacervate-based 

25 microemulsified particles, having a diameter of approximately 1 urn (micron) or less. The composition 
containing the microemulsified particles, containing encapsulated heme, then is adjusted for isotonicity and 
pH as above, if necessary. The microemulsified particles can be used for oral or intravenous administration 
to the body. This microemulsified composition then is heated at 60* C. for about 2 to about 150 seconds to 
produce hardened, microencapsulated particles having a range of sustained time-release characteristics. 

30 The microencapsulated particles then are treated with excess oxygen to remove the carbon monoxide, and, 
optionally, stored under an inert blanket of nitrogen gas. These hardened, microencapsulated particles, 
when added to a suitable vehicle, such as syrup, also can be used orally, or in a physiological saline 
solution intravenously. These compositions are useful to augment the oxygen-transport capacity of the 
r cipient and to increase circulatory volume. 

35 

EXAMPLE 130 

The procedure of Example 129, except that a complex of heme and stroma-free hemoglobin replaced 
the heme. 

40 

EXAMPLE 131 

The procedure of Example 129, except that an aqueous solution of 3% w/v of casein replaced the 
aqueous 3% w/v solution of albumin. 

45 

EXAMPLE 132 

The procedure of Example 129, except that an aqueous 3% w/v solution of gelatin replaced the 
aqueous 3% w/v solution of albumin. 

50 

EXAMPLE 133 

The procedure of Example 129, however the manufacturing process was terminated after preparation of 
the coacervate system microemulsion, thereby producing an orally administrable composition useful in the 
55 treatment of iron deficiency anemia, and anemias due to blood loss. 



46 



EP 0 274 431 B1 



EXAMPLE 134 



The procedure of Example 133, except that a h me and stroma-free hemoglobin complex replaced the 
heme, thereby producing a composition useful in treating anemias due to iron deficiency or blood loss. 

5 

EXAMPLE 135 

The procedure of Example 129, except that the preparation of the microencapsulated sustained time- 
release formulation is omitted. 

w 

EXAMPLE 136 

The procedure of Example 129, except that the complex of heme and stroma-free hemoglobin is used, 
and the manufacturing process is terminated after preparation of the microemulsion. 

15 

EXAMPLE 137 

The procedure of Example 129, except that an aqueous 5% w/v solution of albumin is used instead of 
the aqueous 3% w/v albumin solution. 

20 

EXAMPLE 138 

The procedure of Example 129, except that an aqueous 4% w/v solution of lecithin is used instead of 
the aqueous 3% w/v lecithin solution. 

25 

EXAMPLE 139 

The procedure of Example 129, except that the coacervate system is produced by subjecting an 
aqueous 3% w/v solution of albumin to temperatures of 30-35 • C. until formation of a two-phase coacervate 
30 system. 

EXAMPLE 140 

The procedure of Example 129, except that the coacervate system is prepared by the dropwise addition 
35 of ethyl alcohol to to an aqueous 3% w/v solution of lecithin until a two-phase coacervate system is 
produced. 

EXAMPLE 141 

40 The procedure of Example 129, except that an aqueous 3% w/v solution of casein is used to replace 
the aqueous 3% w/v albumin solution, and a complex of heme and stroma-free hemoglobin is used to 
replace the heme. 

EXAMPLE 142 

45 

The procedure of Example 129, except the heme molecule is first encapsulated in a lecithin-cased 
liposome before proceeding to produce the aqueous two-phase coacervate system. 

EXAMPLE 143 

50 

The procedure of Example 129, except the heme-hemoglobin complex is first encapsulated in a 
lecithin-cased liposome before proceeding to produce the aqueous two-phase coacervate system. 

According to the perhalogenated embodiment of the method and composition of the present invention, 
a non-toxic perhalogenated compound, such as a perfluorinated hydrocarbon and/or a perfluorinated amine, 
55 can be used with the aqueous coacervate system to provide the compositions of the pr sent invention. The 
perhalogenated compounds useful in the present invention include perfluorinated and perfluoriodinated 
aliphatic and alicyclic hydrocarbons, perfluorinated and perfluoriodinated aliphatic and alicyclic ethers, 
and/or perfluorinated and perfluoriodinated aliphatic and alicyclic amines. It has been found that per- 
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fluorodecalin and perfluoroiododecalin are specially useful in the compositions of the present invention, 
ither used alone or in combination with other perfluorinated compounds, such as perfluorotributylamine, 
perfluorotripropylamine, perfluorotrimethylbicyclo[3.3.1]nonane and/or perfluoro-N,N-dimethylcyclohexyl- 
methylamine. 

5 In accordance with an important feature of the present invention, a method of producing a composition, 
including a perhalogenated, and preferably a perfluorinated, compound; a two-phase aqueous coacervate 
system; and a physiologically-active compound is disclosed. According to the method of the present 
invention, the physiologically-active compound is admixed with the perhalogenated compound, and the 
r suiting mixture then is admixed with an aqueous surfactant solution, such as an aqueous albumin solution 

w and/or an aqueous lecithin solution. Subsequent processing of the complete mixture produces a coacervate 
system. The resulting coacervate-based composition then is processed further to produce a microemulsion, 
having particles of 1 am (micron) or less in diameter. Additionally, the microemulsion can be processed 
further using heat, or other appropriate precipitating agents, to produce sustained time-release composi- 
tions, having a single rate of release or a range of release rates. 

75 The composition of the present invention can be administered orally or parenterally, preferably 
intravenously. In addition, the composition of the present invention can be iyophilized using conventional 
techniques to convert the liquid to a powder. The powdered product then can be reconstituted using 
appropriate physiological fluids. For instance, when the reconstituted composition is intended for intra- 
venous use, isotonicity and pH should be adjusted to normal body values before administration. 

20 In preparing the compositions of the present invention, it is preferred that both phases of the two-phase, 
aqueous coacervate system be used. However, the non-polar, colloid-rich phase can be separated from the 
colloid-poor phase, then used to prepare the compositions of the present invention. The compositions of the 
present invention comprise microemulsified particles containing the aqueous coacervate and the per- 
halogenated compound. A physiologically-active component can be incorporated into the perhalogenated 

25 compound-coacervate system compositions of the present invention to yield a variety of end products that 
are useful in the medical field. The microemulsified particles are manufactured to be of appropriate size, 
such that the particles are compatible with the microcirculation system and the reticuloendothelial system of 
the human body and other mammals. The compositions of the present invention may, if desired, be 
processed further to produce compositions having time-release characteristics, such as by microen- 

30 capsulating the particles to provide a time-release hardened coating on the composition. 

To prepare the perhalogenated compositions embodiment of the present invention, two solutions are 
prepared: an aqueous solution, including from 0.01% w/v to a quantity up to 100% w/v dispersion, of 
albumin; and an aqueous solution including from 0.01% w/v to a quantity up to 100% w/v dispersion of 
lecithin. In addition, a sufficient amount of a perhalogenated compound, such as perfluorodecalin, is 

35 r quired to produce a composition including from 0.1% w/v to 99% w/v of the perhalogenated compound. 
To achieve the full advantage of the present invention, the aqueous solutions include from 1% to 5%, and 
preferably 3%, w/v of albumin and 1% to 5%, and preferably 3% w/v of lecithin. Optionally, powdered 
albumin and/or powdered lecithin can be mixed with the perhalogenated compound, and this mixture then 
converted to an aqueous solution containing the required amount of albumin, lecithin and perhalongenated 

40 compound. According to the method of the present invention, the compositions can include equal or 
unequal proportions of albumin solution to lecithin solution, however, equal proportions of the albumin and 
lecithin solutions are preferred. To achieve the full advantage of the present invention, equal weight 
amounts of albumin and lecithin are included in the compositions of the present invention. 

For example, if the finished product is intended to be used as a barrier to food absorption, approxi- 

45 mately equal amounts of an approximately 3% w/v aqueous solution of albumin and an approximately 3% 
w/v aqueous solution of lecithin, and a quantity of a perhalogenated compound, such as perfluorodecalin, 
are thoroughly admixed and processed in a colloid mill to yield a mixture including from 30% w/v to 50% 
w/v, and preferably 40% w/v, of perfluorodecalin. The mixture then is subjected to a physical or chemical 
precipitating agent. For example, heat, ranging from 20* to 70* C, and preferably ranging from 30* to 50* 

so C, is applied until the mixture "precipitates" to produce a composition comprising the aqueous two-phase 
coacervate system and the perhalogenated compound. Temperatures below 20* C, or above 70' C, can 
be utilized according to the method of the present invention so long as the time of heat treatment causes 
the solution to precipitate into a two-phase coacervate solution while preventing excessive heat treatment to 
the extent of denaturing the composition causing loss of the coacervate. Alternatively, rather than heating, a 

55 non-toxic alcohol, such as ethyl alcohol, or an appropriate electrolyte, such as sodium chloride, can be 
added to the mixture to produce an aqueous, two-phase coacervate system. The mixture is subjected to the 
physical or chemical precipitating agent until visual inspection, or inspection by microscopic techniques 
known to those skilled in the art, shows that the mixture has separated into the two-phase aqueous 
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coacervate syst m. 

The coacervate system-perhalogenated compound composition then is re-emulsified using conventional 
techniques. Th r suiting emulsion also can be processed further, by using conventional techniques, such 
as a colloid mill to produce a microemulsion. The microemulsion includes the coacervate-based microemul- 

5 sified particles and the perfluorinated compound, each in a form that is compatible with the reticuloen- 
dothelial system and microcirculation systems of the human body. This microemulsion composition can be 
administered orally or intravenously. 

For oral administration, the microemulsion can be dispensed by any of the conventional oral dosage 
forms, such as liquid microemulsion or soft capsulation, e.g. a syrup or a capsule containing a liquid. In 

to accordance with another important feature of the present invention, the microemulsion can be processed 
further using either heat or a cross-linking agent to produce a microencapsulated composition having 
sustained time-release characteristics. Generally, heat, ranging from 25* to 70* C, is preferred, and is 
applied over varying time periods, such as about 2 sec. to about 150 sec., to convert the microemulsion 
into microencapsulated particles having varying degrees of surface-coacervate film hardnesses. The 

75 microemulsified coacervate can also be treated at temperatures above 70 • C. or below 25 * C, for a time 
sufficient to produce a time-release composition capable of releasing the physiologically-active component, 
for example, up to about 72 hours, after administration of the composition. It has been found that longer 
heating time increases the film hardness, thereby affecting the time-release characteristics of microen- 
capsulated particles. Therefore, particles of similar or different release rates can be combined in a single 

20 dose and can be administered orally or intravenously after being placed in an appropriate vehicle or dosage 
form. 

The composition made in accordance with the above method can be utilized in weight reduction 
programs, whereby after orally administering the food-barrier composition, the perhalogenated compound 
included in the composition coats the intestinal walls to preclude the absorption of food. Therefore, the 

25 patient is not limited in the amount of food consumed because no food is absorbed through the intestinal 
walls until the perhalogenated compound is expelled from the body. The dosages and frequency of 
treatment are clinical determinations that are made in regard to each individual patient such that weight loss 
objectives and nutritional needs are balanced. 

It should be noted that other additives, such as flavorants, can be added to the perhalogenated 

30 compound-aqueous coacervate composition to enhance patient appeal, without detracting from the efficacy 
of the composition. According to the method of the present invention, the aqueous coacervate system 
allows the oral introduction of the non-polar, non-aqueous perhalogenated compound into the patient without 
the need of additional emulsifying and suspending agents that are normally required to solubilize the 
perfluorinated compound, but generally detract from product aesthetics and patient appeal. 

35 The aqueous coacervate system, including the perfluorinated compound, can also be used as a 
resuscitation fluid to quickly introduce an oxygen-carrying molecule into a patient. In the manufacture of a 
resuscitation fluid, the process of admixing the aqueous albumin and lecithin solutions and the per- 
fluorodecalin is performed as above except that prior to admixing the three liquids heme and/or stroma-free 
hemoglobin, in an amount ranging from 0.1% to 30% w/v is added to the perfluorodecalin. The amount of 

40 perhalogenated compound used in the resuscitation fluid is limited to from 10% w/v to 30% w/v, and 
preferably to 20% w/v, of the entire composition. At these levels, the amount of perhalogenated compound 
is too low to act as a food barrier, but is sufficiently large to coat the intestinal wall and bring the heme 
and/or stroma-free hemoglobin into intimate contact with the intestinal wall for rapid absorption. The 
perhalogenated compound is not absorbed by the intestinal walls but serves to facilitate transport of the 

45 oxygen-carrying heme or stroma-free hemoglobin into the circulatory system. 

It is preferred that the amount of the oxygen-carrying molecule included in the resuscitation fluid 
approximate the amount of hemoglobin percent in whole blood, such as from 5% to 14%. It should be 
noted, however, that because of the inherent oxygen-carrying capability of the perfluorinated compound, the 
amount of heme or stroma-free hemoglobin can be below the 14% wt% hemoglobin normally found in 

50 whole blood. The heme or hemoglobin used in the present invention may be of endogenous, exogenous, or 
synthetic sources. 

After admixing the albumin and lecithin solutions, the perhalogenated compound, and the heme and/or 
stroma-free hemoglobin, the osmotic pressure of the resulting mixture is adjusted to the isotonicity of whole 
blood by the addition of sodium chloride and/or any other suitable electrolyte or water, as required. The pH 
55 is adjusted using an acid, such as hydrochloric acid, or an alkaline substanc , such as sodium hydroxide. 
The isotonicity and the pH of the mulsion are adjusted to approximat the values found in the human 
body, approximately 0.9% saline, and a pH of approximately 7.3 to 7.45. 
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After the pH and isotonicity adjustments, the mixture is processed as previously describ d for the food- 
barrier composition to produce a microemulsion having a particle size that is compatible with the 
microcirculation and the reticuloendothelial system, such as 1 um (micron) or less in diameter. The product 
then can be administered intravenously as a resuscitative fluid. 
5 Similarly, a product useful as an oxygencarrying contrast medium, such as those used in angioscopy, 
can be manufactured according to the method of the present invention. The oxygen-carrying contrast 
medium can be prepared by the method described above for the manufacture of a resuscitation fluid, 
however, a perfluoroiodinated compound, such as perfluoroiododecalin or iodinated perfluorodecalin, is used 
in place of perfluorodecalin. 

10 If the perfluorinated compound-coacervate system composition is to be used as a drug delivery system, 
perfluorodecalin, the albumin solution and the lecithin solution are prepared as described above. Before the 
solutions are admixed, however, the non-polar to semi-polar physiologically-active and/or pharmacological 
compound or compounds are admixed into the perfluorodecalin in a sufficient amount to yield the desired, 
or required, dose in the finished product. If the solubility of the physiologically-active and/or pharmacologi- 
cs cal compound or compounds in the perfluorinated compound is exceeded, the physiologically-active and/or 
the pharmacological compound or compounds can be dispersed and suspended in the perfluorinated 
compound to achieve the required, or desired, clinical dosage. 

The physiologically-active and/or pharmacological components can include any drug, hormone, biologi- 
cal, enzyme, antibiotic, peptide, or other useful medical composition that is soluble in the perfluorinated 

20 compound to a sufficient degree to obtain a clinical dose. If salts of the parent drug compounds or other 
water-soluble pharmaceuticals also are included in the product, these compounds are dissolved in the 
aqueous albumin or the aqueous lecithin solutions before admixing and processing to produce the 
coacervate system. After admixing, the mixture is processed in the same manner as described previously to 
prepare the food barrier composition. 

25 In those instances where the product is to be administered intravenously, the pH and isotonicity of the 
composition are adjusted, if necessary, to approximate that of whole blood. The product then is suitable for 
either oral or intravenous administration, as the particle size of the microemulsion, 1 micron or less in 
diameter, allows absorption through the intestinal wall and is compatible with the microcirculation system 
and the reticuloendothelial system. For oral compositions, the amount of the perhalogenated compound is 

30 maintained at between 10% w/v to 30% w/v, and preferably 20% w/v of the finished drug composition to 
facilitate absorption of the drug into the circulatory system. For parenteral ly administered compositions, the 
amount of perhalogenated compound can be incorporated in amounts varying from 0.1% w/v to 99% w/v of 
the finished drug composition, in order to maximize the solubility and stability of the physiologically-active 
and/or pharmacological component. 

35 The method of the present invention also can be utilized to incorporate a local or general anesthetic into 
the coacervate system-perhalogenated compound composition. The anesthetic agent, either a gas. liquid, 
liquified gas, or mixture thereof, first is dissolved in the perfluorinated compound in the amount necessary 
to produce the desired anesthetic dose in the final product. As described previously, the albumin solution, 
lecithin solution and perfluorinated compound are admixed, followed by heating the mixture at temperatures 

40 ranging from approximately 20* to approximately 70* C for a sufficient time to produce a two-phase 
coacervate system, as shown by visual or microscopic techniques. 

The two-phase coacervate system then is processed to yield a microemulsion, having a particle size 
that is compatible with the microcirculation and the reticuloendothelial system. The pH of the microemulsion 
is adjusted to that of whole blood using an acid, such as hydrochloric acid or a base such as sodium 

45 hydroxide. The resulting product is suitable for intravenous and/or oral administration, allowing for more 
control in the amount of anesthetic delivered and in the depth of the anesthesia. 

Any of the oral or intravenously administered products can be prepared in a sustained time-release 
form by treating the composition with an organic aldehyde, such as glutaraldehyde, or heat. The method 
provides a composition having a single or multiple rate of release. The process yields microemulsified 

so particles encapsulated by a coacervate-based film that can be of any desired degree of particle surface film 
hardness, ranging from liquid to gel-like to rigid. 

According to this method, a portion, or all, of the microemulsified composition is heated, generally in a 
range of from about 25 * to about 70 • C, and preferably in the range of 30 • to about 40 • C over a varying 
time period, such as 2 sec. to about 150 sec, to convert the microemulsion into microencapsulated 

55 particles having varying d grees of coacervate film hardness. The microemulsified coacervate can also be 
treated at temperatures above 70* C or below 25* C, for a time sufficient to produc a time-release 
composition capable of releasing the physiologically-active component, for example, up to about 72 hours, 
after administration of the composition. It has been found that longer heating time increases the film 
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hardness, thereby affecting the tim -rel ase characteristics of microencapsulated particles. Therefore, 
particles of similar or different release rates can be combined in a single dose and can be administered 
orally or intravenously after being placed in an appropriate vehicle or dosage form. 

In accordance with the present invention, coacervate systems also can be produced by using a single 
5 surfactant, such as albumin alone, and a precipitating agent. The precipitating agent can be a non-toxic 
alcohol, such as isopropyl alcohol or n-butyl alcohol; electrolytes; heat; or a combination thereof. Similarly, 
an alternative coacervate system that is useful in the compositions of the present invention, can be 
manufactured by preparing an aqueous solution of a surfactant, such as lecithin, and then adding a 
precipitating agent, such as an alcohol or an electrolyte, in sufficient amount for phase separation to yield a 
to coacervate system. Subsequent processing steps for these alternative coacervates to produce orally or 
intravenously administrable microemulsifted or microencapsulated compositions are identical to the pro- 
cessing steps described above. 

Specific examples of the perhalogenated composition embodiment of the present invention are provided 
in the following examples 144-180. 

15 

EXAMPLE 144 

Approximately equal volumes of an aqueous 3% w/v solution of albumin and an aqueous 3% w/v 
solution of lecithin, and a sufficient amount of perfluorodecalin to provide 40% w/v of perfluorodecalin in the 

20 final solution are thoroughly admixed. The mixture then is heated at 70' C. for a sufficient time, such as 
from about 3 seconds to about 2 minutes, to produce a two-phase coacervate system. The mixture is 
examined continuously by visual or microscopic techniques throughout the heating period in order to 
terminate the application of heat as soon as the mixture separates into a two-phase aqueous coacervate 
system. The coacervate system, including the perfluorodecalin, then is processed in a colloid mill to 

25 produce a microemulsion. The microemulsion then can be used as an orally-administrable food absorption 
barrier composition. 

EXAMPLE 145 

30 The procedure of Example 144, except that the application of heat is replaced by the dropwise addition 
of ethyl alcohol until a visual inspection shows that the mixture has separated into the two-phase aqueous 
coacervate system. 

EXAMPLE 146 

35 

The procedure of Example 144, except that the application of heat is replaced by the addition of 
sodium chloride until a visual inspection shows that the mixture has separated into the two-phase aqueous 
coacervate system. 

40 EXAMPLE 147 

The procedure of Example 144, except that perfluorotributylamine is used in place of perfluorodecalin to 
yield a food absorption barrier composition including 30% w/v or perfluorotributylamine. 

45 EXAMPLE 148 

The procedure of Example 144, except that the same volume of an aqueous 5% w/v albumin solution is 
used. 

50 EXAMPLE 149 

The procedure of Example 144, except that the same volume of an aqueous 5% w/v lecithin solution is 
used. 

55 EXAMPLE 150 

The procedure of Example 144, xcept that the mixture is heated at 40* C. 
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EXAMPLE 151 

The procedur of Example 144, xcept that an aqueous solution of heme is admix d into the 
perfluorodecalin before the albumin solution, lecithin solution and perfluorodecalin are thoroughly admixed. 

5 The amount of 20% w/v heme solution added to the mixture is sufficient to provide a final composition 
including approximately 7% w/v of heme. The perfluorodecalin is present at approximately 20% w/v of the 
final composition. The isotonicity and pH of the mixture then are adjusted using sodium chloride and/or 
water, and either an acid or a base, such as hydrochloric acid or sodium hydroxide, in an amount sufficient 
to bring the isotonicity and pH values of the emulsion within normal physiological ranges, e.g., 7.2 to 7.5 pH 

70 and 0.9% saline. The mixture then is heated at approximately 70 * C until a visual inspection indicates that 
the mixture has separated into the two-phase aqueous coacervate system. The coacervate system, 
including the heme, then is emulisifed to produce a microemulsion having a particle size of 1 micron or less 
in diameter. The composition then can be used as an intravenously administrable resuscitation fluid. 

75 EXAMPLE 152 

The procedure of Example 151, except that an aqueous solution of 20% w/v stroma-free hemoglobin 
instead of heme is admixed into the aqueous 3% w/v albumin solution to provide a mixture including 7% 
stroma-free hemoglobin. 

20 

EXAMPLE 153 

The procedure of Example 151, except that an aqueous solution of a heme and stroma-free hemoglobin 
complex instead of heme is admixed into the aqueous 3% w/v lecithin solution to provide a mixture 
25 including 7% w/v heme and stroma-free hemoglobin complex. 

EXAMPLE 154 

The procedure of Example 152, except that polymerized stroma-free hemoglobin is used in place of 
30 heme. 

EXAMPLE 155 

The procedure of Example 152, except that pyridoxilated polymerized, stroma-free hemoglobin is used 
35 in place of heme. 

EXAMPLE 156 

The procedure of Example 151, except that the composition includes 30% w/v of perfluorinated 
40 trimethylbicyclo[3.3.1]nonane in place of the 20% perfluorodecalin. 

EXAMPLE 157 

The procedure of Example 151, except that the composition includes 20% w/v of perfluorotributylamine 
45 in place of the 20% perfluorodecalin. 

EXAMPLE 158 

The procedure of Example 151, except that the composition includes 12% w/v of perfluorodecalin and 
50 8% w/v of perfluorotributylamine in place of the 20% perfluorodecalin. 

EXAMPLE 159 

The procedure of Example 151, except that insulin is used in place of heme to provide a composition 
55 including 40 units/cc of insulin. 



52 



EP 0 274 431 B1 



EXAMPLE 160 

The procedure of Example 151, xcept that the anti-coagulant, sodium heparin, is used in place of 
heme to provide a composition including 1000 USP units/ml of sodium heparin. 

5 

EXAMPLE 161 

The procedure of Example 144, except (1) methotrexate, a cancer treatment drug, is added to the 
perfluorodecalin before the perfluorodecalin is admixed with the aqueous lecithin and aqueous albumin 
70 solutions, and (2) the pH of the album in-lecithin-perfluorodecalin-methotrexatemixture is adjusted to approxi- 
mately 7.4, by adding either hydrochloric acid or sodium hydroxide, before the mixture is processed to 
produce a microemulsion to provide a composition including 25 mg/ml of methotrexate. 

EXAMPLE 162 

15 

The procedure of Example 161, except (1) the antibiotic, gentamycin, is used in place of methotrexate, 
and (2) the pH adjustment is made after the mixture is processed to produce a microemulsion to provide a 
composition including one mg/ml of gentamycin. 

20 EXAMPLE 163 

The procedure of Example 161, except (1) the antibiotic, cefazolin, is used in place of methotrexate, 
and (2) the pH adjustment is made before and after the mixture is processed to produce a microemulsion to 
provide a composition including 125 mg/ml of cefazolin. 

25 

EXAMPLE 164 

The procedure of Example 161. except that the antibiotic cephapirin is used in place of methotrexate to 
provide a composition including 250 mg/ml of cephapirin. 

30 

EXAMPLE 165 

The procedure of Example 161, except that the antibiotic thiopental is used in place of methotrexate. 
35 EXAMPLE 166 

The procedure of Example 161, except (1> the anesthetic halothane is used in place of methotrexane, 
and (2) the halothane is bubbled into the perfluorodecalin to provide a composition including 20% w/v of 
halothane. 

40 

EXAMPLE 167 

The procedure of Example 161, except that the anesthetic fentanyl is used in place of methotrexate to 
provide a composition including 0.05 mg/ml of fentanyl. 

45 

EXAMPLE 168 

The procedure of Example 161, except that the anesthetic sufentanil is used in place of methotrexate to 
provide a composition including 50 ug/ml of sufentanil. 

50 

EXAMPLE 169 

The procedure of Example 161, except that the muscle relaxant succinylcholine. is used in place of 
methotrexate to provide a composition including 20 mg/ml of succinylcholine. 

55 



53 



EP 0 274 431 B1 



EXAMPLE 170 

The procedure of Example 161, exc pt that calcitonin, used in the treatment of osteoporosis, is used in 
place of methotrexate to provide a composition including 20 I.U./ml of calcitonin. 

5 

EXAMPLE 171 

The procedure of Example 161, except that the anesthetic ketamine is used in place of methotrexate to 
provide a composition including 10 mg/ml of ketamine. 

10 

EXAMPLE 172 

The procedure of Example 161, except that the anesthetic fluorocil is used in place of methotrexate to 
provide a composition including 50 mg/ml of fluorocil. 

15 

EXAMPLE 173 

The procedure of Example 161, except that the labor inducer oxytocin is used in place of methotrexate 
to provide a composition including 10 USP units/ml of oxytocin. 

20 

EXAMPLE 174 

The procedure of Example 151, except that monensin is used in place of heme. 
25 EXAMPLE 175 

The procedure of Example 161, except that monensin is used in addition to methotrexate to provide a 
composition including 25 mg/ml of methotrexate. 

30 EXAMPLE 176 

The procedure of Example 144, except that iodine is added to the perfluorodecalin prior to the admixing 
the albumin solution, lecithin solution and perfluorodecalin solution to provide a contrast medium containing 
1% w/v of iodine. 

35 

EXAMPLE 177 

The procedure of Example 144, except that vitamin A, vitamin D, and vitamin E are added to the 
perfluorodecalin prior to admixing the perfluorodecalin, albumin solution and lecithin solution. After admix- 

40 ing, the mixture is heated at 70* C until the mixture separates into a two-phase coacervate system. The two 
phases are separated, and thiamine hydrochloride, d-biotin, riboflavin, niacinamide, pyridoxine hydrochlo- 
ride, dexpanthenol, ascorbic acid, folic acid, and cyanocobalamin is added to the polar phase. The phases 
are recombined and processed to produce a microemulsion having a particle size of 1 micron or less in 
diameter to provide a composition including 3300 USP units/ml of vitamin A, 200 USP units/ml vitamin D, 

45 10 USP units/ml vitamin E, 3 mg/ml thiamine hydrochloride, 60 mg/ml d-biotin, 3.5 mg/ml riboflavin, 40 
mg/ml niacinamide, 4 mg/ml pyridoxine hydrochloride, 15 mg/ml dexpanthenol, 100 mg/ml ascorbic acid, 
400 ug/ml folic acid, and 5 ug/ml cyanocobalamin. 

EXAMPLE 178 

50 

The procedure of Example 161, except that the anti-asthmatic aminophylin is used in place of 
methotrexate to provide a composition including 25 mg/ml of aminophylin. 

EXAMPLE 179 

55 

The procedure of Example 153, except that the microemulsion is divided into four equal portions. The 
first portion is left untreated, the second portion is heated at 70* C for 10 seconds, the third portion is 
heated at 70* C for 40 seconds and the fourth portion is heated at 70 *C for 70 seconds to produce a 
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microencapsulat d composition having sustained time release capabilities. 
EXAMPLE 180 

5 The procedure of Example 144, except that the commercial product, perfluoroiodide, is used in place of 
perfluorodecalin to provide a contrast medium including 40% w/v of perfluoroiodide. 

In one embodiment a method of maintaining tissue of an organ of a mammal viable, outside of the 
mammal's body comprising immersing the tissue or organ in the composition as claimed herein to maintain 
the viability of the tissue or organ until said tissue or organ is attached to a mammal. 

70 In another embodiment a method of preparing a perhalogenated composition includes mixing an 
aqueous solution of water, a surface active agent, and a perhalogenated compound under conditions to form 
a two-phase aqueous coacervate system and contacting the perhalogenated physiologically-active com- 
pound with one or both of the two-phases to envelope the physiologically-active compound, bound in 
particles, within a coacervate-based aqueous film; said particles having a particle size of less than 1000 urn 

75 (microns). 

Claims 

1. A method of preparing a composition useful as a system to introduce and transport medically useful 
20 compositions in the body of mammals by oral, tissue absorptive, inhalation, or parenteral administration; 

the method being characterised in that it comprises forming a core material comprising core particles 
of a material having a desired particle size; forming a mixture of one or more surface active agents, 
water and one or more physiologically-active compounds and emulsifying the mixture to produce a two 
phase coacervate composition comprising a coacervate phase and an equilibrium water phase, the 
25 physiologically-active compound being contained in one or both of said phases; forming the core 
material particles with one or both of the coacervate phases or contacting the core material with one or 
both of the coacervate phases to embed the physiologically-active compound within a coacervate- 
based core material matrix or to encapsulate the core material particles within an encapsulating 
coacervate-based film containing the physiologically-active compound. 

30 

2. A method as claimed in claim 1 further characterised by emulsifying and microemulsifying the core 
material with an emulsifying agent and water under conditions to form coacervate particles in the matrix 
useful for oral administration having a particle size less than 10 urn (microns), preferably less than 1 
urn (micron). 

35 

3. A method as claimed in either claim 1 or claim 2, characterised in that the surface active agent is a 
polymerized phospholipid, preferably polymerized lecithin, cephalin, isolecithin, sphingomyelin, 
phosphalidyl serine, phosphatidic acid, phosphatidyl inositol, phosphatidyl choline, or mixtures thereof. 

40 4. A method as claimed in any one of the preceding claims, characterised in that the coacervate mixture 
includes two surface active agents, at least one of which is a polymer having a weight average 
molecular weight of 300,000 or less, the two surface active agents being preferably a phospholid and a 
surface active protein, for example lecithin and polymerized albumin. 

45 5. A method as claimed in any one of the preceding claims, further characterised by drying the 
composition to form a powder capable of being reconstituted by the addition of a physiologically 
acceptable liquid. 

6. A method as claimed in any one of the preceding claims, characterised in that the or each surface 
50 active agent is added in monomeric form and a polymerization initiator is added to said composition, 

said polymerization initiator being capable of and present in an amount sufficient to polymerize the 
surface active agent during processing, of said coacervate mixture. 

7. A method as claimed in any one of the preceding claims, characterised in that the core material is 
55 formed from a coacervate-based matrix and the matrix is encapsulated with a coacervate-based film. 

8. A method as claimed in any one of the preceding claims, characterised in that the physiologically- 
active compound comprises insulin, an atrial peptide, or a perhalogenat d compound, for example a 
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perfluorinated hydrocarbon, perfluoroiodinated hydrocarbon, perfluorinated amine, perfluoroiodinated 
amine, perfluorinated ether, perfluoroiodinated ether, perfluorinated hydrocarbon-iodine complex, or 
mixtures thereof, pref rably perfluorod calin, perfluoroiododecalin, perfluorotributylamine, per- 
fluorotripropylamine, perfluoro-N.N-dimethylcyclohexylmethylamine, perfluorotrimethyl-bicyclo[3.3.1]- 
5 nonane, iodinated perfluorodecalin or perfluoroiodide. 

9. A method as claimed in any one of the preceding claims, characterised in that the physiologically 
active compound in one or both of the two coacervate phases is bound as particles in a coacervate 
matrix and within a coacervate-based aqueous film; and further including the steps of separating the 

70 particles; and adding a hydrocolloid to the particles in an amount of 2-20% w/v based on the weight of 
the coacervate mixture to form a gel-like surface film surrounding the physiologically active compound. 

10. A method as claimed in any one of the preceding claims, characterised by adding an anti-oxidant to the 
coacervate mixture during preparation. 

is 

11. A method as claimed in any one of the preceding claims, characterised in that it includes the step of 
adding a physiologically acceptable alcohol to the coacervate mixture to form a three layer liquid 
comprising a lower polar layer, a middle layer, and an upper non-polar layer; separating the middle 
layer from the other two layers; adding a second surface active agent to the separated middle layer to 

20 form a second two-phase liquid comprising a lower polar layer and an upper non-polar layer; and 
adding a physiologically-active compound to one or both of said layers formed from said second two- 
phase liquid. 

12. A method as claimed in claim 11, characterised in that the second two-phase liquid is separated into a 
25 lower polar layer and an upper non-polar layer and a water-insoluble compound is added to the upper 

non-polar layer. 

13. A method as claimed in claim 11, characterised in that the physiologically-active compound is water- 
soluble, and is contained within the lower polar layer of said second two-phase liquid. 

30 

14. A method as claimed in any one of the preceding claims, characterised in that the core particles are 
encapsulated by a coacervate-based film; and in that the encapsulated particles are contacted with a 
second coacervate composition to form an additional coacervate-derived film on the particles. 

35 15. A method as claimed in claim 14, characterised in that the second coacervate composition contains 0.1 
to 50% by weight of an additional physiologically-active compound, based on the total weight of the 
second coacervate composition. 

16. A composition prepared by a method as claimed in any one of the preceding claims. 

40 

17. A composition as claimed in claim 16, characterised in that the physiologically-active compound is 
contained within a liposome core material enveloped within an aqueous coacervate-based film to 
prevent the liposome from unravelling prematurely. 

45 18. A composition as claimed in claim 17, characterised in that the liposome containing the physiologically- 
active compound is formed prior to encasing the liposome within the coacervate-based film, and 
wherein the coacervate-based film comprises an aqueous colloid-rich phase, or an aqueous colloid-poor 
phase, or a combination of both phases. 

50 19. A composition as claimed in any one of claims 16 to 18, characterised in that the coacervate-based film 
comprises an aqueous colloid-rich phase, or an aqueous colloid-poor phase, or a combination thereof 
from the coacervate mixture. 

20. A composition as claimed in any one of claims 16 to 19, for introduction into the bloodstream of a 
55 mammal, characterised in that it further comprises glycerol esters selected from the group consisting of 
a monoglyceride, a diglyceride, a triglyceride, and mixtures thereof; said physiologically-active com- 
pound being dissolved or dispersed in the glyceride. 
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21. A composition as claimed in claim 20, characterised in that the glyceride is a mono or diglyceride 
having 4 to 24 carbon atoms, pr ferably 8 to 18 carbon atoms. 

22. A composition as claimed in either claims 20 or 21 , characterised in that it includes an effective amount 
5 of solubilizing agent capable of increasing the solubility of the physiologically-active compound in the 

glyceride, said agent being preferably a hydrogenated oil or an unsaturated oil. 

23. A composition as claimed in any one of claims 20 to 22. characterised in that the glyceride contains 
1% by weight to 50% by weight of a hydrogenated oil or an unsaturated oil, preferably in an amount of 

10 5% by weight to 15% by weight of the glyceride. 

24. An orally ingestible composition as claimed in any one of claims 16 to 23. 

25. A composition as claimed in claim 24 for increasing the circulatory volume or introducing iron and/or 
15 oxygen into the circulatory system of a mammal characterised in that the physiologically-active 

compound comprises an iron containing molecule capable of carrying and releasing oxygen or an 
oxygen solvent. 

26. A composition as claimed in claim 25, characterised in that the iron-containing molecule capable of 
20 carrying and releasing oxygen is a heme, a hemoprotein, a heme-hemoprotein complex, pyridoxilated 

polymerized hemoglobin, polymerized hemoglobin; or a mixture thereof. 

27. A composition as claimed in claim 24, for controlling the caloric intake of a mammal characterised in 
that the composition includes a perhalogenated compound in an amount of from 30% w/v to 50% w/v 

25 based on the total weight of the composition. 

28. A composition as claimed in claim 24 for increasing the oxygen content in the circulatory system of a 
mammal characterised in that the physiologically-active compound is a combination of a perhalogenat- 
ed compound and a compound selected from the group consisting of an iron-containing molecule 

30 capable of carrying and releasing oxygen and an oxygen solvent; said aqueous coacervate system 
comprising an aqueous colloid-rich phase, an aqueous colloid-poor phase, or a combination thereof; 
wherein the coacervate phase includes the perhalogenated compound, and either an iron-containing 
molecule capable of carrying and releasing oxygen or an oxygen solvent, or a combination thereof. 

35 29. A composition as claimed in claim 28. characterised in that the iron-containing molecule capable of 
carrying and releasing oxygen is selected from the group consisting of heme; a hemoprotein, a heme- 
hemoprotein complex; pyridoxylated hemoglobin; pyridoxylated polymerized hemoglobin and mixtures 
thereof. 

40 30. A contrast medium for introduction into the circulatory system of a mammal comprising an orally 
ingestiable or injectible composition as claimed in any one of claims 16 to 23. 

31. An anaesthetic composition as claimed in any one of claims 16 to 23, characterised in that the 
composition includes an anaesthetic added to the composition during preparation. 

45 

32. An injectible composition comprising a composition as claimed in any one of claims 16 to 23. 

33. A composition as claimed in any one of claim 16 to 23 for increasing the circulatory volume or 
introducing iron and/or oxygen into the circulatory system of a mammal by establishing fluid commu- 

50 nication between the mammal's circulatory system and the composition. 

Pat ntanspru he 

1- Verfahren zum Herstellen einer Zusammensetzung, die als System zum Einbringen und Transportieren 
55 von medizinisch brauchbaren Zusammensetzungen in den Korper von Saugetieren durch orale, 
Gewebeabsorptions-, Inhalations- oder parenteral Verabreichung brauchbar ist; wobei das Verfahren 
dadurch g kennzeichnet ist, daB es das Bilden eines Kernmaterials, welches Kernpartikel aus einem 
Material mit einer gewunschten Partikelgrofle umfaBt; das Bilden eines Gemisches aus einem oder 
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m hrer n oberfiachenaktiven Mitteln, Wasser und einer Oder mehreren physiologisch wirksamen 
Verbindung n und das Emulgieren des G miseries zum Herstellen einer Zweiphasenkoaz rvatzusam- 
mensetzung, die eine Koazervatphase und eine Gleichgewichtswasserphase umfaBt, wobei die physio- 
logisch wirksame Verbindung in einer oder beiden Phasen enthalten ist; das Bilden der Kernmaterial- 
5 partikel mit einer oder beiden Koazervatphasen oder das Inkontaktbringen des Kernmaterials mit einer 
Oder beiden Koazervatphasen, um die physiologisch wirksame Verbindung in einer Kernmaterialmatrix 
auf Koazervatbasis einzubetten oder um die Kernmaterialpartikel in einem einkapseinden Film auf 
Koazervatbasis einzukapseln, welcher die physiologisch wirksame Verbindung enthalt, umfaBt. 

70 2. Verfahren nach Anspruch 1, welches ferner gekennzelchnet ist durch Emulgieren und Mikroemulgie- 
ren des Kernmaterials mit einem Emulgiermittel und Wasser unter Bedingungen zum Bilden von 
Koazervatpartikeln in der Matrix, welche zur oralen Verabreichung brauchbar sind und eine Parti kelgro- 
Be von weniger als 10 um, vorzugsweise weniger als 1um haben. 

75 3. Verfahren nach Anspruch 1 oder Anspruch 2, dadurch gekennzelchnet, daB das oberflachenaktive 
Mittel ein polymerisiertes Phospholipid, vorzugsweise polymerisiertes Lecithin, Cephalin, Isolecithin, 
Sphingomyelin, Phosphatidylserin, Phosphatidsaure, Phosphatidylinositol, Phosphatidylcholin oder Ge- 
mische davon ist. 

20 4. Verfahren nach einem der vorhergehenden Anspruche, dadurch gekennzelchnet, daB das Koazervat- 
gemisch zwei oberflachenaktive Mittel einschlieBt, von denen mindestens eines ein Polymer mit einem 
gewichtsdurchschnittlichen Molekulargewicht von 300 000 oder weniger ist, wobei die zwei oberfiachen- 
aktiven Mittel vorzugsweise ein Phospholipid und ein oberflachenaktives Prbtein, z.B. Lecithin und 
polymerisiertes Albumin sind. 

25 

5. Verfahren nach einem der vorhergehenden Anspruche, ferner gekennzelchnet durch Trocknen der 
Zusammensetzung, um ein Pulver zu bilden, welches durch die Zugabe einer physiologisch annehmba- 
ren FIGssigkeit zur ursprGnglichen Konzentration gelost (rekonstituiert) werden kann. 

30 6. Verfahren nach einem der vorhergehenden Anspruche, dadurch gekennzelchnet, daB das oder jedes 
oberflachenaktive Mittel in monomerer Form zugegeben wird und ein Polymerisationsinitiator der 
Zusammensetzung zugegeben wird, wobei der Polymerisationsinitiator die Fahigkeit hat und in einer 
ausreichenden Menge vorhanden ist, um das oberflachenaktive Mittel wahrend der Verarbeitung des 
Koazervatgemisches zu poiymerisieren. 

35 

7. Verfahren nach einem der vorhergehenden Anspruche, dadurch gekennzeichnet, daB das Kernmate- 
rial aus einer Matrix auf Koazervatbasis gebildet wird und die Matrix mit einem Film auf Koazervatbasis 
eingekapselt wird. 

40 8. Verfahren nach einem der vorhergehenden Anspruche, dadurch gekennzeichnet, daB die physiolo- 
gisch wirksame Verbindung Insulin, ein Herzvorhofpeptid oder eine perhalogenierte Verbindung, z.B. 
einen perfluorierten Kohlenwasserstoff, perfluoriodierten Kohlenwasserstoff, perfluoriertes Amin, perfluo- 
riodiertes Amin, perfluorierten Ether, perfluoriodierten Ether, perfluorierten Kohlenwasserstoff- lod-Kom- 
plex oder Gemische davon, vorzugsweise Perfluordecalin, Perfluorioddecalin, Perfluortributylamin, Per- 

45 fluortripropylamin, Perfluor-N,N-dimethylcyclohexylmethylamin, Perfluortrimethyl-bicyclo[3.3.1] nonan, 
iodiertes Perfluordecalin oder Perfluoriodid umfaBt. 

9. Verfahren nach einem der vorhergehenden Anspruche, dadurch gekennzeichnet, daB die physiolo- 
gisch wirksame Verbindung in einer oder beiden der zwei Koazervatphasen als Partikel in einer 
so Koazervatmatrix und in einem wassrigen Film auf Koazervatbasis gebunden ist; und welches ferner die 
Schritte des Trennens der Partikel; und des Zugebens eines Hydrokolloids zu den Partikeln in einer 
Menge von 2 - 20% Gew/Vol., bezogen auf das Gewicht des Koazervatgemisches, zum Bilden eines 
gelartigen Oberflachenfilms, welcher die physiologisch wirksame Verbindung umgibt, einschlieBt. 

55 10. Verfahren nach inem der vorhergehenden Ansprtiche, gekennzelchnet durch Zugeben eines Antioxi- 
dationsmittels zu dem Koazervatgemisch wahrend der Herstellung. 
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11. Verfahr n nach einem der vorhergeh nden AnsprUche, dadurch gekennz ichnet, daB es den Schritt 
des Zugebens eines physiologisch ann hmbar n Alkohols zu dem Koazervatgemisch zum Bilden einer 
3-Schichten-FIUssigkeit, welche eine untere polare Schicht, eine mittlere Schicht und ein obere 
unpolare Schicht umfaBt; das Abtrennen der mittleren Schicht von den anderen beiden Schichten; das 
5 Zugeben eines zweiten oberflachenaktiven Mittels zu der abgetrennten mittleren Schicht zum Bilden 
einer zweiten Zweiphasenflussigkeit, welche eine untere polare Schicht und eine obere unpolare 
Schicht umfaBt; und das Zugeben einer physiologisch wirksamen Verbindung zu einer Oder beiden 
Schichten, die aus der zweiten Zweiphasenflussigkeit gebildet sind, einschlieBt. 

ro 12. Verfahren nach Anspruch 11, dadurch gekennzelchnet, daB die zweite Zweiphasenflussigkeit in eine 
untere polare Schicht und eine obere unpolare Schicht getrennt wird und eine wasserunlosliche 
Verbindung zu der oberen unpolaren Schicht zugegeben wird. 

13. Verfahren nach Anspruch 11, dadurch gekennzelchnet, daB die physiologisch wirksame Verbindung 
15 wasserloslich ist und in der unteren poiaren Schicht der zweiten Zweiphasenflussigkeit entharten ist. 

14. Verfahren nach einem der vorhergehenden AnsprUche, dadurch gekennzelchnet, daB die Kernparti- 
kel durch einen Film auf Koazervatbasis eingekapselt sind; und dadurch daB die eingekapselten Partikel 
mit einer zweiten Koazervatzusammensetzung in Kontakt gebracht werden, urn einen zusatzlichen aus 

20 Koazervat erhaltenen Rim auf den Partikeln zu bilden. 

15. Verfahren nach Anspruch 14, dadurch gekennzelchnet, daB die zweite Koazervatzusammensetzung 
0,1 bis 50 Gew.-% einer zusatzlichen physiologisch wirksamen Verbindung enthalt, bezogen auf das 
Gesamtgewicht der zweiten Koazervatzusammensetzung. 

25 

16. Zusammensetzung, die durch ein Verfahren nach einem der vorhergehenden AnsprUche hergestellt ist. 

17. Zusammensetzung nach Anspruch 16, dadurch gekennzelchnet, daB die physiologisch wirksame 
Verbindung in einem Liposomen-Kernmaterial enthalten ist, welches in einen wassrigen Film auf 

30 Koazervatbasis eingehUllt ist, um zu verhindern, daB sich das Liposom vorzeitig auflost. 

18. Zusammensetzung nach Anspruch 17, dadurch gekennzelchnet, daB das Liposom, welches die 
physiologisch wirksame Verbindung enthalt, vor dem Einhullen des Liposoms in den Film auf Koazer- 
vatbasis gebildet wird, und worin der Film auf Koazervatbasis eine wassrige kolloidreiche Phase Oder 

35 eine wassrige kolloidarme Phase Oder eine Kombination aus beiden Phasen umfaBt. 

19. Zusammensetzung nach einem der AnsprUche 16 bis 18, dadurch gekennzelchnet, daB der Film auf 
Koazervatbasis eine wassrige kolloidreiche Phase Oder eine wassrige kolloidarme Phase oder eine 
Kombination davon aus dem Koazervatgemisch umfaBt. 

40 

20. Zusammensetzung nach einem der AnsprUche 16 bis 19 zum Einbringen in den Blutstrom eines 
Saugetiers, dadurch gekennzelchnet, daB sie ferner Glycerinester, die ausgewahlt sind aus der 
Gruppe bestehend aus einem Monoglycerid, einem Diglycerid, einem Triglycerid und Gemischen 
davon, umfaBt; wobei die physiologisch wirksame Verbindung in dem Glycerid gelost oder dispergiert 

45 ist. 

21. Zusammensetzung nach Anspruch 20, dadurch gekennzelchnet, daB das Glycerid ein Mono- oder 
Diglycerid mit 4 bis 24 Kohlenstoffatomen, vorzugsweise 8 bis 18 Kohlenstoffatomen, ist. 

so 22. Zusammensetzung nach Anspruch 20 oder 21, dadurch gekennzelchnet, daB sie eine wirksame 
Menge eines loslichmachenden Mittels einschlieBt, welches in der Lage ist, die Loslichkeit der 
physiologisch wirksamen Verbindung in dem Glycerid zu erhohen, wobei das Mittel vorzugsweise ein 
gehartetes 6l oder ein ungesattigtes Ol ist. 

55 23. Zusammensetzung nach einem der AnsprUche 20 bis 22, dadurch gekennzelchnet, daB das Glycerid 
1 Gew.-% bis 50 Gew.-% eines geharteten Ols oder eines ungesattigten Ols, vorzugsweise in einer 
Menge von 5 Gew.-% bis 15 Gew.-% des Glycerids enthalt. 
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24. Oral einnehmbare Zusammensetzung nach inem der AnsprUche 16 bis 23. 

25. Zusammensetzung nach Anspruch 24 zum Erhoh n des Kreislaufvolumens oder zum Einbringen von 
Eisen und/oder Sauerstoff in das Kreislaufsystem eines Saugetiers, dadurch gekennzelchnet, daB die 

5 physiologisch wirksame Verbindung ein eisenhaltiges Molekul, welches Sauerstoff transportieren und 
freisetzen kann, oder ein Sauerstoff 1 6 sun gsmitte! umfaBt. 

26. Zusammensetzung nach Anspruch 25, dadurch gekennzelchnet, da8 das eisenhaltige Molekul, 
welches Sauerstoff transportieren und freisetzen kann, ein Ham, ein Hamoprotein, ein Ham-Hamopro- 

70 tein-Komplex, pyridoxyliertes, polymertsiertes Hamoglobin, polymerisiertes Hamoglobin oder ein Ge- 
misch davon ist. 

27. Zusammensetzung nach Anspruch 24 zum Regeln der Kalorienaufnahme eines Saugetiers, dadurch 
gekennzelchnet, daB die Zusammensetzung eine perhalogenierte Verbindung in einer Menge von 

75 30% GewWol. bis 50% GewTVol., bezogen auf das Gesamtgewicht der Zusammensetzung, ein- 
schlieBt. 

28. Zusammensetzung nach Anspruch 24 zum Erhohen des Sauerstoffgehatts in dem Kreislaufsystem 
eines Saugetiers, dadurch gekennzelchnet daB die physiologisch wirksame Verbindung eine Kombi- 

20 nation aus einer perhalogenierten Verbindung und einer Verbindung ist, welche ausgewahlt ist aus der 
Gruppe bestehend aus einem eisenhaltigen Molekul, welches Sauerstoff transportieren und freisetzen 
kann, und einem Sauerstofflosungsmittel; wobei das wassrige Koazervatsystem eine wassrige kolloid- 
reiche Phase, eine wassrige kolloidarme Phase oder eine Kombination davon umfaBt; worin die 
Koazervatphase die perhalogenierte Verbindung und entweder ein eisenhaltiges Molekul, welches 

25 Sauerstoff transportieren und freisetzen kann oder ein Sauerstofflosungsmittel oder eine Kombination 
davon einschlieBt. 

29. Zusammensetzung nach Anspruch 28, dadurch gekennzelchnet, daB das eisenhaltige MolekUl, 
welches Sauerstoff transportieren und freisetzen kann, ausgewahlt ist aus der Gruppe bestehend aus 

30 Ham; einem Hamoprotein, einem Ham-Hamoprotein-KompJex; pyridoxyliertem Hamoglobin; pyridox- 
yliertem polymerisierten Hamoglobin und Gemischen davon. 

30. Kontrastmedium zur Einbringung in das Kreislaufsystem eines Saugetiers, umfassend eine oral auf- 
nehmbare oder injizierbare Zusammensetzung nach einem der Anspruche 16 bis 23. 

35 

31. Eine anasthetische Zusammensetzung nach einem der Anspruche 16 bis 23, dadurch gekennzelch- 
net, daB die Zusammensetzung ein AnSsthetikum einschlieBt, welches der Zusammensetzung bei der 
Herstellung zugegeben wird. 

40 32. Injizierbare Zusammensetzung, umfassend eine Zusammensetzung nach einem der Anspruche 16 bis 
23. 

33. Zusammensetzung nach einem der Anspruche 16 bis 23 zum Erhohen des Kreislaufvolumens oder 
zum Einbringen von Eisen und/oder Sauerstoff in das Kreislaufsystem eines Saugetiers durch Herstel- 
45 len einer Flussigkeitsverbindung zwischen dem Kreislaufsystem des Saugetiers und der Zusammenset- 
zung. 

Revendications 

50 1. Procede de preparation d'une composition utilisable comme systeme pour introduce et transporter des 
compositions utiles du point de vue medical dans le corps des mammiferes par administration orale, 
par absorption tissulaire, inhalation ou parenteral, le procede etant caracterise en ce qu'il comprend la 
formation d'un mate>iau de noyau comprenant des particules de noyau d'un materiau ayant une taille 
de particules voulue, la formation d'un melange d'un ou plusieurs agents tensioactifs, d'eau et d'un ou 

55 plusieurs composes physiologiquement actifs et l'6mulsification du melange pour produire une compo- 
sition de coacervat a deux phases comprenant une phase de coac rvat et une phase aqueuse 
d'equilibre, le compose* physiologiquement actif 6tant contenu dans Tune desdites phases ou dans les 
deux phases, la formation des particules de mateViau de noyau avec Tune des phases de coacervat ou 
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avec les deux phas s de coac rvat ou la mise en contact du materiau de noyau avec Tune des phases 
de coacervat ou avec ies deux phases de coacervat pour introduire le compost physiologiqu ment 
actif dans une matrice d materiau d noyau h base de coacervat ou pour encapsuler les particules de 
materiau de noyau dans un film k base de coacervat decapsulation contenant le compose physiologi- 
5 quement actif. 

2. Procede selon la revendication 1 , caracterise en outre par I'gmulsification et la "microhm ulsification du 
materiau de noyau avec un agent emulsifiant et de I'eau dans des conditions permettant la formation 
de particules de coacervat dans la matrice utilisables pour une administration orale. ayant une taille de 

70 particules interieure & 10 urn (micrometres), de preference inf^rieure h 1 urn (micrometre) 

3. Proc6de selon la revendication 1 ou la revendication 2, caracterise en ce que I 'agent tensioactif est un 
phospholipide polymerise, de preference une lecithine polym6ris6e, la cephaline, risoiecithine, la 
sphingomyeiine, la phosphalidyls6rine t I'acide phosphatidique, le phosphatidylinositol, la phosphatidyl 

75 choline ou leurs melanges. 

4. Procede selon Tune queiconque des revendications precedentes, caracterise en ce que le melange de 
coacervat comprend deux agents tensioactifs dont Tun au moins est un polymfcre ayant une masse 
moieculaire moyenne en nombre de 300 000 ou moins, les deux agents tensioactifs etant de 

20 preference un phospholipide et une proline tensioactive, par exemple une lecithine et une albumine 
polymeris§e. 

5. Procede selon Tune queiconque des revendications precedentes, caracterise en outre par le s£chage 
de la composition pour former une poudre pouvant etre reconstitute par addition d'un liquide 

25 physiologiquement acceptable. 

6. Proctde selon Tune queiconque des revendications precedentes, caracterise en ce que le ou chaque 
agent tensioactif est ajoute sous forme monom^re et un amorceur de polymerisation est ajoute h ladite 
composition, ledit amorceur de polymerisation etant capable de, et etant present en une quantite 

30 suffisante pour, polymeriser I'agent tensioactif au cours du traitement dudit melange de coacervat. 

7. Procede selon Tune queiconque des revendications precedentes, caracterise en ce que le materiau de 
noyau est forme h partir d'une matrice k base de coacervat et la matrice est encapsulee avec un film h 
base de coacervat. 

35 

8. Procede selon Tune queiconque des revendications precedentes, caracterise en ce que le compose 
physiologiquement actif comprend I'insuline, un peptide atrial ou un compose perhalogene, par 
exemple un hydrocarbure perfluore, un hydrocarbure perfluoroiode, une amine perfluoree, une amine 
perfluoroiodee, un ether perfluore, un ether perfluoroiode, un complexe hydrocarbure perfluoreiode, ou 

40 leurs melanges, de preference la perfluorodecaline, la perfluoroiododecaline, la perfluorotributylamine, 
la perfluorotripropylamine, la perfluoro-N,N-dimethylcyclohexylmethylamine, le perfluorotrimethyl- 
bicyclo[3.3.1]nonane, la perfluorodecaline iodee ou le perfluoroiodure. 

9. Procede selon Tune queiconque des revendications precedentes, caracterise en ce que le compose 
45 physiologiquement actif dans Tune des deux phases de coacervat ou dans les deux phases de 

coacervat est fixe sous forme de particules dans une matrice de coacervat et b PintSrieur d'un film 
aqueux a base de coacervat, et en ce qu'il comprend en outre les etapes de separation des particules 
et d'addition d'un hydrocolloTde aux particules en une quantite de 2 a 20 % en poids/volume par 
rapport au poids du melange de coacervat pour former un film superficie! analogue a un gel entourant 
50 le compose physiologiquement actif. 

10. Procede selon Tune queiconque des revendications precedentes, caracterise par I'addition d'un 
antioxydant au melange de coacervat pendant la preparation. 

55 11. Procede selon I'une queiconque des revendications precedent s, caracterise en ce qu'il comprend 
retape consistant & ajouter un alcool physiologiquement acceptable au melange de coacervat pour 
former un liquide h trois couches comprenant une couche polaire interieure, une couche intermedia re 
et une couche non polaire superieure, separer la couche intermediate des deux autres couches, 



61 



* 



EP 0 274 431 B1 

ajouter un second agent tensioactif k la couche intermediate s§par6e pour former un second liquide a 
deux phases comprenant une couche poiaire inf£rieure t une couche non polaire sup£rieure et ajouter 
un compost physiologiquement actif a Tune desdites couches ou aux deux couches form§es k partir 
dudit second iiquide k deux phases. 

5 

12. Proc6d6 selon la revendication 11, caract§ris6 en ce que le second liquide k deux phases est separe 
en une couche polaire inf£rieure et en une couche non polaire sup£rieure et un compose insoluble 
dans I'eau est ajoute k la couche non polaire sup£rieure. 

10 13. Proc6d§ selon la revendication 11, caractSrise en ce que le compost physiologiquement actif est 
soluble dans I'eau et est contenu dans la couche polaire inf£rieure dudit second liquide k deux phases. 

14. Proc6d6 selon Tune quelconque des revendications pr6c6dentes, caract6ris£ en ce que les particules 
de noyau sont encapsuiees par un film k base de coacervat et en ce que les particules encapsuiees 

is sont mises en contact avec une seconde composition de coacervat pour former un film derive de 
coacervat supplemental sur les particules. 

15. Procede selon la revendication 14, caracterisd en ce que la seconde composition de coacervat contient 
0,1 k 50 % en poids d'un compose physiologiquement actif supplemental, par rapport au poids total 

20 de la seconde composition de coacervat. 

16. Composition prepare par un procede selon Tune quelconque des revendications precedentes. 

17. Composition selon la revendication 16, caracterisee en ce que le compose physiologiquement actif est 
25 contenu dans un materiau de noyau liposomique enveloppe k I'interieur d'un film a base de coacervat 

aqueux pour empecher le liposome de se desagr§ger pr6matur6ment. 

18. Composition selon la revendication 17, caracterisee en ce que le liposome contenant le compost 
physiologiquement actif est forme avant Pinclusion du liposome dans le film a base de coacervat, et 

30 dans laquelle le film a base de coacervat comprend une phase riche en colloVde aqueux ou une phase 
pauvre en colloVde aqueux ou une combinaison de ces deux phases. 

19. Composition selon Tune quelconque des revendications 16 k 18, caracterisee en ce que le film k base 
de coacervat comprend une phase riche en colloTde aqueux ou une phase pauvre en colloVde aqueux 

35 ou une combinaison de ces phases provenant du melange de coacervat. 

20. Composition selon Tune quelconque des revendications 16 k 19, destinSe k etre introduite dans le 
courant sanguin d'un mammifere, caracterisee en ce qu'elle comprend en outre des esters du glycerol 
choisis dans le groupe forme par un monoglyceride, un diglyceride, un triglyceride et leurs melanges, 

40 ledit compost physiologiquement actif etant dissous ou disperse dans le glyceride. 

21. Composition selon la revendication 20, caracterisee en ce que le glyceride est un mono ou diglyceride 
ayant 4 a 24 atomes de carbone, de preference 8^18 atomes de carbone. 

45 22. Composition selon la revendication 20 ou 21 , caracterisee en ce qu'elle comprend une quantity efficace 
d'un agent solubilisant capable d'augmenter la solubility du compost physiologiquement actif dans le 
glyceride, ledit agent etant de preference une huile hydrog§nee ou une huile insaturee. 

23. Composition selon I'une quelconque des revendications 20 a 22, caracterisee en ce que le glyceride 
so contient 1 % en poids a 50 % en poids d'une huile hydrogenee ou d'une huile insaturee, de preference 

en une quantite de 5 % en poids a 15 % en poids du glyceride. 

24. Composition pouvant etre ingeree oralement selon I'une quelconque des revendications 16 a 23. 

55 25. Composition selon la revendication 24, pour augmenter le volume du sang circulant ou introduire du fer 
et/ou de I'oxygene dans le systeme circulatoire d'un mammifere, caracterisee en ce que le compose 
physiologiquement actif comprend une molecule contenant du fer capable de transporter et de liberer 
de I'oxygene ou un solvant de I'oxygene. 
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26. Composition selon la r vendication 25, caract6ris6e en ce que la molecule cont nant du fer capable de 
transporter et de lib§rer d I'oxygene est un heme, une h^moproteine, un complexe h&me-h6moprot£i- 
ne, une hgmoglobine polym§ris6e pyridoxyl6e, une h6mog!obine polym6ris6e ou un de leurs melanges. 

5 27. Composition selon la revendication 24, pour controler Papport calorique d'un mammifere, caract£risee 
en ce que la composition comprend un compost perhalog6n6 en une quantite de 30 % en 
poids/volume h 50 % en poids/volume par rapport au poids total de la composition. 

2a Composition selon la revendication 24, pour augmenter la teneur en oxygfcne du systeme circulatoire 
10 d'un mammitere, caract6ris§e en ce que le compost physiologiquement actif est une combinaison d'un 
compost perhalog£n6 et d'un compost choisi dans le groupe form6 par une molecule contenant du fer 
capable de transporter et de libSrer de Poxyg&ne et un solvant de l'oxyg§ne, ledit sysfeme de 
coacervat aqueux comprenant une phase riche en collo'tie aqueux, une phase pauvre en collo'ide 
aqueux ou une combinaison de celles-ci, dans laquelle la phase de coacervat comprend le compose 
75 perhalog6n6 et une molecule contenant du fer capable de transporter et de lib^rer de l'oxyg£ne ou un 
solvant de I'oxyg&ne, ou une combinaison de ceux-ci. 

29. Composition selon la revendication 28, caract£ris£e en ce que la molecule contenant du fer capable de 
transporter et de libSrer de I'oxyg&ne est cholsie dans le groupe form6 par un hfcme, une hSmoprotii- 

20 ne, un complexe hfcme-hSmoprot&ne, une hgmoglobine pyridoxyl^e, une hemoglobine pyridoxylSe 
polym6ris£e et leurs melanges. 

30. Produit de contraste destine & etre introduit dans le systeme circulatoire d'un mammifere, comprenant 
une composition pouvant etre ing6r6e oralement ou injectable selon I'une quelconque des revendica- 

25 tions16&23. 

31. Composition anesthgsique selon I'une quelconque des revendications 16 & 23, caracteris^e en ce que 
la composition comprend un anesthSsique ajoute h la composition pendant sa preparation. 

30 32. Composition injectable comprenant une composition selon I'une quelconque des revendications 16 a 
23. 

33. Composition selon I'une quelconque des revendications 16 a 23, pour augmenter le volume du sang 
circulant ou pour introduire du fer et/ou de I'oxygene dans le systeme circulatoire d'un mammifere par 
35 etablissement d'une communication par fluide entre le systeme circulatoire du mammifere et la 
composition. 
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